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[If ^ 1 1 




(") 



Ai liC-Xi S^tiN-C**) ; ^ _ 

Q ! (4, -A 2 = As * 7ct4-0-, -S-*J:O f -N (Ri o ) 
*^irn]K*T*0 ; Q 2 14, -A 4 =A 5 -, Sfctt-O-, -S-*4tf-N (Ri 
o) -^^I^H^fn^t^ ;fc*!U Qi £4tFQ 2 iflmWK^T-uU^t 

tzh i h{4& < ; 

A 2 54C-X2 SfcttNT?*»K As i4C-Xs f fcttN-e*»K A 4 (4 C - X 4 3:*: 

Ri o t4, tKWT-. Ci - e r;v*;K adCi - e r;v*;K Ci-e tjv*** 
;V^^;V^fc(4T i ; -Jl/TNfc*) ; --tSS7'J-^li, ; ^^^> Ci - 6 7^ 
/HSitfCi - 6 7^3*f*5.SR?*L4 1 t:^t4-etL^±^)Sm»^«m$tL-CV^T 

Xl 'x 2 , Xs , X 4 i34£FX 5 14, ^W^K, HKndrv, 

y7A tFn^v7^*^K tFn^y7^/A ->n. T < S 

7 5yV > ^-T-vV, Ci - 6 T;V^;VT5 7, vCi - 6 7;^^757^ Ci - 
6 7W75^A yCi - e 7^J>75vA Ci - 6 7;Vdf ;V^T- vV , vC 
! _ 6 t;v^;v^T-v>V, Ci-e T;v^r;v^-^-, C i - 6 7^*^^*. C i - 6 
7;i/^;v*;v*-;v, Ci-e 7H^*^*A '>*Ci - e 7;v^;i/***y , Ci - 
6 7;V*;K Ci-6 7^^ Cs - 9 y^7^;K C 3 -9^n7^^> 

C 2 - 7 r;v<y-~;v, c 2 - 7 7;v*~;v, Ci-e t;v*;v#^-^> Ci - e T 
^^y^^f-jv (£1J:19 0»1A ^uy>m.^, tFn^A 7'J-K ^ xl ? T 
ij-;V£4l^7y^<bjti^£fr& 1 3:fc{4^nJ^JiO«m»^4 l?1IJfe$*vrv>T:fe 4 

;i/^v at n 7 'J - jv A jv* i W7 u - ;v C i - 6 t;v^;v^-^v (W7o 
CD*{4, ^n^HHA Ci - e T;V^;vj34tFCi - e T^*^^®^^ 1 £ 

^Xi £4^X2 , X 2 434^X3 , Xs $s£VXa , 4^|:X 4 HXVXs 14, 

YJ4, Ci - 6 t;v^;k c 3 - 9 v^7M;k c 2 - 7 t/^-jk c 2 - ? r 
;v^^;v, Ci - 6 T;v^;v*;v^-;v, Ci-e 7JV3^y*;v*'^K TV-***' 
^-;V AfD7'J-**^-^ T'J-^**^*^-^ A T n7'J-W d f'> 

ci - e r;vn*^ c 2 - 7 r**--***^ c 2 - 7 ^ ;v *-fJJ 
-> Ci - e r;v^;v^, Ci - e r;v^f;v^;V7js^;v |ja± l 54i<^4, l&ttSfc 
tt^t&ffl 3-7 IRIS, \ 4 fc i4^tii^±om«iF,^, ttltllU^ 4 t«IIJS^* s h M 

V C 1 - 6 7^3^^ KO + VC 1 - 6 7JV3*-A C 1 - 6 T;V3^">C 1 - 6 
7 in^y, 7?;Ci- 6 7^3^-A N-Ci - e 7lHJV7?;Ci - e 

^ N N _ yCl _ 6 7W75;Ci - 6 r;v^^rv, 75A Ci - e r;v*;v 

7^^ n Ko^yCi - 6 7JW7^A Ci - 6 T;V3*->Ci - e 7^7 5 
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y , 7?;Ci- 6 t;v^;vt5 y, AC i - 6 tjkjvt^a if* (t Fo^yCi 
- e r;v^;v) 7 5 y , vr* (c i - 6 r^n^vCi - e r;v^^) 75A tr* (r 
?;ci-6 r;v^;v) 7?y, 7v/V, Ci-e 7;^;v7v/A vCi - 6 t;v 

*;V7 5AV, ^7-^^, Ci - e 7;V^;l^7-AV, vCi - e 7 JV^r^T- v 
y, v7A #jw-K^v;k Ci - e 7i^^y*^*-^K Ci - e 7;v^f;vf*. C 
x 1 6 r;vJr;v^;i/*-;v> Ci - 6 7 ;v * * * * y £ J; JfyC i - e 7;v^/v*y* 
y frhm%LZti& i $^ti^tLm±we^S^i spam^tL-cv^-cfc ivM , 75A c 
! _ 6 r;v^;vr^y, yd - 6 T^^vrsy (m±2li<^t±> i^nf fcti^l^p 

3~7Mi*«, 1 4/ci±^tLm±om«IE^ ISiF^fe «t tfljMlrjGK^* fea^S ti*> 
^uW.J-i^mmt tzlZ7F$&m3 ~ 7*^7^:^ ^n^vJI^ ^'n^-A Ci 
_ 6 7/V3^~> n nFn^vCi - 6 T;V3^v> Ci - e T;v=i^->Ci - 6 T^a^r 

7<;Ci-6 r;V3^~>, N-C i - 6 7JH^7 5 y C i - 6 7JV3^y, N, 
N-yC i - 6 7M;V7?y C i - e 7;V3^A T5 J , C i - 6 TW75A 
tFn^yCi - e 7;^;V7? y > Ci - 6 7JV^yCi - e 7)W75 A 7? 
JCi - e 7i^^7?A yd - e 7i^^75A tf* (tKo^fyCi - e T;v 
*;V) 7?A M (C i - e 7^^->C i - e T;V^r^) 75A tf* (T5yCi 
_ 6 TJV^;V) 75 y, 75yA Ci - 6 7M^7A/A vCi - 6 TJV^riV7 5 
iAy\ y*7-vy. Ci - e Tfr*fr7T-y J , ACi - e T^^r^^T- AV , A 7 
y #;v*^A;K Ci-e 7Jl'3*">*^-^ Ci - 6 r;v d r^^^> C i - 6 T 
;vV/vy/V*-;K Ci - 6 7JV^^X*y|5j:[FyCi - e T^*****^^ 

n „ ->7A A^^^i^ufciH fiiik±<Dmmm^ &mm=F & ± ^ wrn^ 

t pn^y, C i - e T;v^;v> ^nCi-e 7;V3^K Ko^yCi - e AJV^K 
Ci - e 7JV3^yCi - e 7/i'*/i'i3J:tf**v*fca*RS*L* 1 $fctt*-*Ua.-t<0lt 
i >)ttf $^tv^t 4 J:v>) fr&js&s^&a^sft ; 

Zl±, 7jc*JE^, t Fn^f A Ci - e 7;v^K Cs - 9 '>^7;W |m_h2o 
*ACi - 6 T^^V&J^Ci - 6 7;V3dr->C i - 6 Tn/*^/*»fea^$tL& 1 ttz 

k^* <t ^tn^^ e, a*R « ft %> ^ t- o wli- *i$ trim * a^fcitt 3~7iA T ni 

(iiAfDt^li, Ci - 6 7;v^;K KKn^/Ci - e r;vdp;vi3J:^C i - 6 T 
/vn^vCi - e 7)^;^^M5M 1 l/;l^tLa±ofKC i 
-T&iv^) . ^uyym^, t Fn^r A Ci-s 7J^^fy, HFn^ACi - e T;v 
3*->, C i - e T;V3^vC i - 6 7;V3^fA Fo^yCi - e T;V3^ -AC i - 
6 r/1,3 75/ Ci - e 7;V3drA, N-Ci - 6 7JV^r)V7UCi - 6 7JV3 
^v, N, N-ACi - e T)V*)VT^y C i - e 7;V3^A 75A C i - 6 Tfr* 
)Vr\y[ t: Kn^r<>C i - e 7MJV7 5A Ci-e 7;V3df AC i _ 6 7^^^7 
5 7. 75/Ci-s 7;^iV7<A ACi - 6 7JV^r^75A tf* (tbWC 
x _ " 6 7;v^;v) 75 7, IfX (Ci-e7JV3^yCi-6 7;V3^V) 75;, fcf* ( 

75 y c i - 6 7;v^;v) 75y, A7y> #;v^a;k Ci-6 7*3^*W- 
;l/ 7 ,j _;v^-^ /k w*A Ci - 6 7;v^;v*x*y, vCi - e r;v 

*i/*^*y. y.;v*>^ isitfCi - « 7;v^^^^*^^a^^tL^, lt^tt^-tL 

Ri i3J:trR2 ^tt^tta^^, 7R«^-, Ci - e 7;v^;v, Ci-e 7;V^;v 
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;va^~> % 75;Ci - 6 7^3^'A N-C i - 6 Tfr^rfi'TX J Ci - 6 7^3^-> 
, N, N-y*C i - 6 T;Vdr^C i - e 7JV3^y, 7?/, Ci-e 7^;V75 A 
HFD^yCi - 6 7JV^iV7?/, Ci - 6 7;V3^vCi - 6 7^75;, T 5. 
y C i - e 7;^;V7 5>», vCi - 6 7J^JV7?A if* (fc Fn^vCi - e T;V 

*/i0 7?A tfx (7;v3^vCi - e r;v^r;w) 75 A tfx (75 y Ci - 6 r;v 
T5y\ ->7A a/i/#3f->JK Ci - 6 T;v=f^v*;v^-;v, 7 l J-;vt J f-> 
*x*y N Ci - 6 7^3^** v C i - 6 7;W*^*y, *>>i/ 

SiVCi - 6 7iV^f;vxiV*^f)IK§ W l f fct^WU^iftlia 1 



[If « 2 ] 

^ (I) : 



[5^+^ Ai tiC-Xi £*:l±NT?&t9> A 2 (±C-X 2 S^iNTr^ *K As «C-X 
3 £fct±N-efcl9, A 4 i±C-X 4 ifcliNt?*»), As tiC-Xs SfcttN"?* •? ; 
Xi , X2 , Xs , X 4 &£VXs li, ^K^fLmtLK, tKSUK^ tFn + A 

yym^, 9 sts> tKo^->7u*jv^K kkd^/75^a - 7^ 

, 7 5 yV , ^T-vV, C 1 - e 7i^iV7? y\ vC i - e 7^^75 7, C i - 
6 7;l^V7 5vV, 5>Ci - 6 7;^^7 5vV, Ci-e T fr* ^VT S , vC 
x _ 6 t;v^;v^t — yV, Ci - 6 7^^t, Ci - 6 t;v^jv*^^ Ci - e 
r ji/^f)Vx;i/*-;i/, Ci - e 7 ;v ^ ;v * x * y\ vCi - e 7;v ;3 r ;v**5fr/> Ci - 
6 7;v^K Ci - e r;V3drv, Cs - 9 ->^D7W, Cs - 9 y^nr^a^fy 
, C2 - 7 7;Vv" — ->K C2 - 7 7;v3r—>>K Ci - e 7;v3r;v# ;v>K-;k Ci-e 7 
jV3^~>*iV#-JV (J£Ltl 9<7)^ii, ^n^^ig^ tFnJfy, 7'J-JK A tn7 
V-ju&ZTfZ/T S j&><£>S^3*U> 1 IfdiftLMiOfMia D tLT v>T £ J: 
v>) , TV-.JK TV -;V^-Jrv, 7V-^*^#-^ ^fn7'J-JV> ■/v.-rnT'J- 
;V^^-v, Afn7'J -frfuVtf-fr&XTfTV -frC i - 6 7^^t^y (£LL 7 o 
<7?^{±, ^nfyJI^ Ci - e 7^*i^Ci - e 7iV3^y^eit§^^ It 

Xi fcitfXa , X 2 &£V t X 3 , Xs ^«tO f X4 , fc&T/fcX* isirJ^Xs 5i> 



Li±^; : 
Mb 2] 




Mb 3] 




(I) 
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fpf tz!<±7fffi*n 5 ~ 7l^fniML ; 
Yfi, Ci - 6 7;v^;K C 3 - 9 y^7)^iK C 2 - ? T/^-ZK C 2 - ? T 
Ci - e T;v^;v^;V^-;u, Ci - e 7iV3^y*JV#-iV, 7 V — ^ ;i/ 

Ci - e Tiva^y, c 2 - 7 t;v^-;v^-^ v\ c 2 - 7 t;v^-;v^-^t 
Ci - 6 7;v^r^f-t, Ci - 6 T^^r^x;!/*-;^ IJsLLi 5-IBo3£te, ik^tiz 

ittmu 3-7 M^m, 1 * tz\$ztt£±±.<Dmmw^ mmm^-& ■cmnu=Ffrh& 

v. C i - e 7;V3^y, t Kndf vC i - e T;v=ide v. Ci - 6 T^n^vCi - e 
7;vnify, 7?/Ci - e 7;V=r*v, N-Ci - e 7^^^75/01 - e 7^3^ 
N, N-yC i - 6 T)V*)VT< / Ci-e 7^3^^ 75A C i - 6 T;V^;V 
75;, t KndrVCi - e T;V^;VT Ci - 6 7iVn^->Ci - e 7;V^;i/7 5 

y, 7?/Ci - e 7JV^fJV75;, y'Ci - e 7^1/^^75 7, tr* (tFn^yCi 

- e t;v^;v) 75 y, try. (Ci - e 7;v3^yCi - e t;v^;v) 7?a if* (t 

UCi- 6 7^)V) 7?/, 7 5'>V, Ci-6 7)^iV7vyA v C i - 6 T ;V 
^;V75y/, Ci - 6 T^^f , vCi - 6 T fr^-frrT — V 

y, ->77, #;v^drv;K Ci-e 7Jvn^y*;v^;K Ci - e 7;i^^:t, C 
! _ 6 7;v^;vx;v*-;v, Ci - e 7;v^;v*x*y is itfyc i - e 7;v3 i ;v*y > * 
y^£>3S^£*L& l i/it±^tLm±^sm^^i l9fim^ttTV^T^ ivM , 75/, C 
! _ 6 r;v^;V7 5y\ y'Ci - e 7;^^7 5/ (m±2fficO^{±, S&fn £ rtrfi^l&ft! 

^Tum=f*^&f&m£ tziiyfimu 3 ~ 7l^rni, ^Dfy^, ^Fn^y, Ci 
_ 6 7^3^y, ti Kn^yCi - 6 7^n^y, C i - 6 7Jyn J r->Ci - 6 7;V3^ 
v, 75/Ci - e T;vn^rv, N-Ci - e 7^^75/Ci - 6 7A/3*'X N, 
N-vCi - 6 7^^^75/01 - 6 T;Vndrv, 75/, Ci - 6 7^^JV7 5/ , 
tFnif->Ci - 6 7J^^7 5 y\ Ci - 6 7;V^^vCi - e 7;V^;V7 5 7,75 

j c i - e 7;v^;v7 5/, vC i - 6 7;v^f^75 y , try. (n Fn^yCi - 6 7;v 

^;V) 7 5 A If* (Ci- 6 7)V^yCi-6 7;V^;V) 75/, tT* (75/Ci 

- 6 7;V^;V) 75 y, 75y/, Ci - 6 7i^;V7 5y/, y'Ci - e 7;V^^7 5 
yV, y7-vV, Ci - 6 7M;>y*7-y/, vCi - e 7;^^/T-y/, v 7 
y, *ji/^yiK Ci - e 7^3^y*^"f-^> Ci - 6 7;v^r;vf-^-, Ci - e 7 

Ci - e 7Ji^v*x^y & £ 1 - e 7;^^*^*/ ^e>31 

y7A #;wi?3r ££F 1 f tz\,t^ft\>X±.<DWmW^, ^MW^te £ TOUm?- 
^P>^^tL^^7"n^T-^^t>^n*7^ti^fP3 ~7M^T-n3^ (^m^xn^li, 
t Fn3^>, C i - 6 7;v^f ;K y^n C i - e Tfr*)^, t: Fn^fyC i - 6 7;V^;K 
C i - 6 7JV3^yCi - e Tfr*)l<&£V?jr*VfrbmiRZfr2> 1 i £ii-e- WiUi<?3® 

ZJ±, 7Kltli^ tFn^f-A Ci - e 7;v^;K C 3 - 9 v^n7;v^r;v |&±2o 

<7)^{±, I^nt^(i^fn3~7*«m (iMWii, Ci - e 7;v*;k nFn 
jfyC i - e 7;v^^is iVC i - e 7;v=*devC i - e 7;v d r;v^il^£ it/; 

i±-?-^mji<75ei^^ £ i9g$i$fr-c^-ck j;v^) , i^7 t ci±-?-tLj^±(7)m*jiT- 

(^^■f ngUfefi, Ci - 6 7;v^;v, t Fn^fyCi - 6 T^^^^it^Ci - e 7 
;vr/^->Ci - e Tfr^nsfrbMil-SiLZ 1 * ^ te*rti£k±<DW&&~ «t *) 
tUv 1 ) , y^^^r>'M : f-^ tFo^y, Ci-e 7JV3^y, tFn^yCi - e 7;v 
3 C i - e 7;V3^r vC i - 6 7;V3^y, KhWCi - e 7W*'>Ci - 

6 7;V3^ry, 75/Ci- 6 7;V=^f-v N N-C i - 6 7JV^JV7 5/ Ci-e 7^3 
^->, N, N-vCi - 6 7;y^r;V75/Ci - 6 7iV3^fy, 75/, Ci - e 7;V^r 
;V75/, iiFn^fyCi-6 7^^75/, Ci - 6 7^3^yCi - 6 7^^;V7 
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! _ 6 t^^;v) 7?/, ex (Ci-»7*3 + ">Ci-6 T;v^r;v) r 5 / % ex ( 
7UCi-6 7K^) 7^, ->7/, *J^>-»K Ci-6 7^3Jfy*;Wf- 
;k 7'j-;vt ;3 f-y*^^-^> *x*/x Ci - e 7;!/^^*^*/, vCi - e t;v 

Ri it, tti^timmz, fcmiSL^ Ci - 6 7;v^-;v> Ci - 6 t;v^;u 

„ Ci- 6 7;V3^y, HFn^yCi-6 7iV3^y, Ci - 6 7)V^yCi - e 7 
;V3^v, 75 7 C i - e 7;V3dry, N-Ci - 6 T^^r ;V75 S C i - 6 T^n^v 

, N, N-i^C i - e y/i^vc i - 6 r;v3^v, 75A C i - 6 t;v^;vt5 

HKn^yCi - 6 7)^^75 7, C i - e 7;V3^fyCi - e 7MJV7 5 A 75 

y c i - e t;v^;vt5 /\ y'Ci-6 y;v3r;vy 5 /\ ex Kn^^c 1 - e 

7?/, ex (7;v3^f^Ci - e r;v^r;v) 75;, ex (t 5 J c 1 - e t;v 
dr;u) 75/, ->t;, #;v>K^v;k Ci - e 7;^^f->»jV^;K 7'J-^t^y 
#>UjJ?.=./K *X*/. Ci - 6 7)^;v*^*^, yCi - e T^A'*^*/, 

*>m> fei^ci - 6 r^^^x;v*^e,s^$tL* 1 ^^i±^tLmjioem^^ i <9 



z#\ ikMUl-, Ci - e t;v^;k Cs - 9 y^n7;V^;K tKn + ^Ci - 6 T 
KKn + VCi - e 7^3^-yCi - 6 TJV^fJK C 1 - e 7i^^fyCi - e 
7;i/^/K y7;Ci - 6 TA' + Jl', f'J^^Ci - 6 r/^/K ^tFn^rvCi - 6 
T;v^;K F'JtFn^fy'Ci - 6 7^^^, ^J^VCi - e 7iV^fJK (N, N — 
y'C i - 6 T;V^;VT5 J) C i - 6 T^^^ttzit (N, N-ex (fc Fn^yCi - 



Zt5 s \ tKXJI^ y^;K -x^K y^D7*nb>, ->^n^>^;K 

2- (2 - t Kn^/i^y) if 2-^ f+yxfJK 2->7/xf 
;K 4-t"iJy;V^f;K l-n^^7*f-2-^K 2, 3-yt Fn^yyay- 
l, Kn^f-y-2-ti FnJrv^f-;V7°n7-2-^;K 2--=e;v* 

i-EFn^y7 , D7°-2-^JK i-KKn^ri/-3-^Wf-2- 
>T/K 2- (N, N-y/fiV75/) xf;V, 2- (N, N-ex 



Mb 4] 




O 



m&m 3 1 



[1**31 4 ] 
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T^y) •x.-f-ZK 2, 2, 3, 4 - h U H Fn^y^f 

;K 2, 3, 4, 5-f f7tKD^y^>f;^/:(i2, 3, 4, 5, 

[lt*« 5 ] 

Yfr\ ^O^yf^ y7A Ci - e 7;l^;K 7;l^K C 2 - i T 

;V^r-;V, C2 - 7 T/l"3f — >K Ci - 6 T^^^v, C3 - 9 y^TJ^^Ci - e 

TiVn^r-y, C2-7 T^^-JVt^v, t^i^nCi - e 7 JV n 3- V "C £> £ , fff^Tl 

[If ^ 6 ] 

Yj&*„ ^nn. 7n^E N yT/, ^f-;K f'j7;Vtn^f;K x.f-;K n-7°nt:;v 
% 2 -rf^>- 1 -4 Ji/*^-->, i/:li2-^nnx>4fyf$)2i, If ^Jl 5 HfB^o ft 
[St«C 7 ] 

Ai ttC-Xi ^;fiNT^^ A 2 (iC-X 2 ffcl*N"C$>*) > A3 (i C - X 3 f 7t 
ttNU*»), A 4 i±C-X 4 *;fcW:N-C*>«K As iiC-Xs *fcttNT?*l5 ; 

Xi, X2, X 3 , X 4 teXZFXs *ti?tim5LK> TkWK^N ^n^yl^ C 
x _ 6 t;v^t;k Ci - 6 7*3*'a auCi - 6 7jv^;k ^dCi - 6 r;vn^-> 
x Ci - e TM/i'ftii^nCi - e T * /l'f- 3 *t ; tfcli. Xi is 
i^Xs , X 2 isitfXs . Xs *5J:tfX4 , *5)W:X4 fcil/Xs -ett-FtL^ 

Uv>^ f'J?y>f, 1, 4-v^-^r-9->m> 1, 3-^^75^ tfn-;v^ 

, ^ ^v- r v*- ;ntt tt 77 9 ym.*Mj&-f & , iff 1 1 ft it 2 k^mo 
[if ^ 8 ] 

Xi, Xa, Xs, X 4 i3 J: tfX 5 ^tt^M&filK:. TfcfgHC^ ^nn 

„ ^^-;v N t-7f-;K i-yntf/w i-7o^y, hV 

®*X$tL ; & L < li 

«L ; 

' x 2 ^i^xa ^fim^m^ir^^m^t-mK^^x^ 1, a 

9 ] 

Ai tiC-Xi tfcl±NT?*0, A 2 i±C-X 2 "C&*K As liC-Xs *?* >K A 4 _ 
t±C-X 4 -efctU As JiC-Xs It*i 8 i:|S«(7)ft^ I /: O 7°n K 7 

[ft^JM 1 0 ] 

Ai liC-Xi t?*«5, A 2 i±C-X 2 f fc«NT**D, As liC-Xs "C* •? > A 4 
tiC-X 4 -C*)i5, As i±C-Xs W*^ 8 »'IBttWffc-&*4 feti-tOT'n F7 

mmM 1 1 1 

Ai liC-Xi A 2 liC-X 2 -C* !K As (iC-Xs lfel±Nt*D, A 4 
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[0 0 0 1 ] 

[WftMl 

[0 0 0 2 ] 

v> & 2 . is J; (T##lt^:m 3 *#io ) o 

[0 0 0 3 ] 

[0 0 0 4 ] 

stmm £ <z> ^ ti , jfiLir i*i « * l -c v> s Mm n &m m <o mmt k t. & jcl 

[0 0 0 5 ] 

GF (vascular endothelial growth factor; M F"3 &±M?ilH^) 

*i3##^HBc* *K VEGF. &L<i±, V-feT^-cD^n VJ'*'*— tf*&tt«r*ftfc 
[0 0 0 6 ] 

[0 0 0 7] 

^>xt5 ki§s#^\ ihmft&mm^LW&m^mmmEmz^ir&z tit, c 
tt t xm.^ z o 7t o 

^;^HJ y X T 5 Kit t tz it * <DM 1 1 fc^flliS^gHR L tltt&m t L X it, 

#12 0 0 1 - 5 2 6 2 5 5 (# BrJCSfc 1 ^ Warner Lambert) . 

mm 2002-249473 2 , 5M^H) . 
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ffllH<2rl§SfS9 3/2 3 3 5 7fA s >7^y b (#Bt^:M5> Res. Corporation Tech. I 
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^^H-r^lBmJi— <, ^*>&v> 0 |l^M^0 2/4 9 6 3 2^/7V7 b 
jb«^t«# L * > NF k Bf£t£im«J s f± - (i IKKP1«»J 

itm^ztix^K^o 
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BS 0 ) „ Jtv^-zmz-l** SU11248 (Sugen/Pfizer, 3- (Hn-;V-2-^JMf 'J/ 
^) _2->f>l"J>' , /tft*tt4ft^ #fF»7^#PSo ) , PTK787 (Novartis 
x _ T - i; y _ (4 _ tf i; -7* #^:fclSfc8 

i#^o ) , ZD6474 (AstraZeneca, *^/U KG® . #It»9£#PI 

o ) CP- 5 4 7. 6 3 2 (Pfizer, Vf 77-)l/t*ttt4ft^ 0 

[0 0 0 9] 

[#ff» 1] #12 0 0 1 - 5 2 6 2 5 5 
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[#^jtm 8 ] *®#It§ 6 2 5 8 8 1 2 ^WIB# 

[#it» 9 ] mm&mn oi/3 2 6 5 it^>7v^ 
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st. , i87t, SS 1 6 0 3 - 1 6 1 2I, 19953= 

[##St^CK 4] Klagsbrun, M. ^WFo 1 kmann, J. , Han 
dbook of Experimental Pharmacology, 195 
m IK §5 4 9 - 5 8 61, 1 9 9 0^ 

[##ff-3tSt5] A s a h a r a, T. h> Science, i2 7 5t, §9 6 4 
- 9 6 7 M, 1 9 9 7^ 

im^ffJcM 6] Kabbinavar, F. «b, J. CI inical Onco 

logy, f2 1t, 16 0 - 6 5 JC, 2003^ 

m^t^M7] Laird, A. D. * iCChe r r i ng t o n, J. M. , 
Expert Opinion Investigational Drugs, § 
124 i5 1 - 6 41, 2 0 0 3^ 

[^#It:fclft 8] Boyer, S. J., Current Topics in M 
edicinal Chemistry, §2%. §973-1000 H, 2002 

[##fF\£i£ 9] Glade-Bender, J. , Kandel, J. J. iSicF 
Yamashiro.D. J., Expert Opinion on Biolo 
gical Therapy, §3 4 i2f, §263-276 Jl, 2 0 0 3^ 

[imWXM 10] Laird, A. D. &£Xf]. M. Cherrington, 
Expert Opinion Investigational Drugs, § 
12t, lit, 15 1-6 41, 2 0 0 3^ 

[0 0 10] _ 

tB|iE# 2005-3011575 



#11 2004-063266 



[aye***-*- * * 

[0 0 12] 

•f&*>%. #5&9§© 1 ooflUBC 4*U4\ S (II) : 

[0 0 13] 




(II) 



O 



[0 0 14] 

K4>, Ai liC-Xi l£*:fiN-C&«9 ; 

Q i fc, -Aa =A 3 $fctt-0-, -S-^ilF-N (R i o ) 
^^-xnJKHFi?^^ ; Q 2 tt, -A 4 =A 5 ££i4-0-, -S-£s4tF-N (Ri 

0 ) -3&»fea^StL4^T-nJK^-e*») ; /:/:U Qi ^il^Qz a*HI$fc^T ngfJ: 
& ;g> r h t4 & < ; 

A 2 tiC-X 2 t/^iNtr&^K As liC-Xs *fc{4N"C&*K A 4 iiC-X 4 $ rc 
J±N-C*«3, As tiC-Xs tfcttNT**) ; 

Ri o tt > 7K«^> Ci - e r;v*;K adCi - e t;v*;k Ci - e t;v*;v# 

Xi X 2 , Xs . X 4 jsitfXs f4, ^-tL^ti4aai^, TRSflf^ KKn*S/, /»n 

ri iVA 7T~VJ^ C i - 6 T^^rJVT? 7, vC i - 6 T^^r^T^ Ci - 
6 WJl/T^^, y'Ci - e 7)^;V7v/A Ci - e Tfr*fr7T-VJ ^ 5>C 

1 _ 6 t;v^;v^t~vV. Ci-e 7iv^;vft, Ci - e t;v^;v;uv*. Ci-6 
t^^-x^*-^ Ci - 6 7;v^;v*^^^> vCi - e r;v^;v*^.*y. Ci - 
6 t;v*;k Ci - e 7;v3^r->> c 3 - 9 ->^7Mjk c 3 - 9 v^nr;v3Jrv 

c 2 - 7 t;v^^-;v, c 2 - 7 t;v^-;k Ci - e t;v^^*^^-;v, Ci - e t 
lv3ify*;V^iV (JJJL±1 9^«{±. ^n^yl?-> KKn^X ^D7 

Afn7'J -;i/#;V^~;Vj3 itfT'J -^C i - e TJV^V^v (£l± 7 o 
c^i, Xn^^lR^, Ci - e T^V^^ilfCi - 6 7^3*">*?)1R$^1* 

7-'(4-?-km±^*^^i D*tft5^-cv>-c*» 4v>) a» e>s^s ft ; 

Xl *j:tfXi, X 2 .fc tfX 3 , X 3 i3 4^X4 > ft fctfKX 4 fcilfXB t4, **L 
?fl ^^ t j ^g^^. i - f (; 4 ^ t , |^D^/ii±7Fl^n5~7M^«, *>L<t48fe 

mm^ mmm?&£v^nwi=ffrbm$izti2> 1 s /ci4^*uuio^7-nm«^rtr3& 

Yi4 C i - e r;v^;K C s - 9 nr^^K c 2 - i Tfrfr—fr* C 2 - 7 7 
Ci - 6 7;^^#^-JK C1-6 7^n^y*;V^;K 
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Ci - 6 TJV^^rV^ C 2 - 7 TlHr — fr** 9 *'^ C 2 - 7 T^^r-^^^r 

Ci - e r;v d r;v-^^> Ci - e r/w^^^^*— ^ l£Lt 1 sflaoafeti, t&fii**: 

~>\ Ci - e 7;V3^fy, tKn^rvCi - e 7JV3 3 fy, Ci-6 7*3^fyCi-6 
r;vnJf->, 75/Ci - 6 T;v^^rv. N-Ci - e r;v^;vT5yCi - e 7;vn^ 
N, N-y'C i - 6 7)V^JV7^ / Ci-e T^a^f *>, 75/. C i - 6 T;V^;V 
75A tKn^->Ci-6 7J^^7 5 7, Ci - e 7;V3^vCi - 6 7;V^r;V75 
7. 75;Ci-6 7)^JV7 5A i - 6 7J^^7?A tfX (fc Kn^yC i 

- e T)v*iv) 75;, if* (c i - e 7;v3^fvCi - 6 r;v^r;v) 7?;, if* (r 
= ;Ci-6 t;v^;v) 75A 75V;, Ci-6 t;v^t;vt 5 v7 „ y'C i - e t;v 
^;V75yA 7*7- v7, Ci - 6 7^*^^7- V J , vCi - e T^^^^T—V 
7, ->7A #;v^v;K Ci-e 7;V3^v*^^-^> Ci - e T^^f^f-^, C 
x _ 6 Ci - 6 T^W^^iiCVCi - 6 7;i^v*7* 

7 tf»&»iS*U> 1 ifcl±**Lj&Lfc©11J£*te J: !9*&£tiTV*-Cfc J:vM . 75 A C 
! _ 6 7JHJV75A y'Ci - e 7)V^;V7 5; (JBJL± 2 m<7>mt, tttfn^Tfctt^l&tfn 

3 -7iKm i ttzit^rfi^^mmm^ mmm^xxmm^^hm^fi^ 

_ 6 7;l/3^y > tFn^yCi - 6 T^a^v, Ci - 6 7;V3^r->Ci - 6 7 ^ a ^ 

75;Ci-e7)^^y, N-Ci - e 7^;V757Ci - e 7^3^'A N, 
N-yC i - 6 7^3^75 7 C l - 6 7^3^rA 75 A C i - 6 7iV^^7 5 7. 
tKn^fyCi - 6 7;V^;V7 5 7, Ci - e 7iV3^yCi - e 7JV^JV7 5 A 75 
y C i - e 7^^75 7, y'Ci - 6 7;KjV7 5A if* (fc Kn^*/Ci - 6 7;v 
^;v) 75 7, if* (C i - e 7;^^vC i - 6 7;>^;V) 75 7, If* (75 7 C i 
_ 6 75/, 75VA C i - e 7M^75VA VCi - 6 W*7 5 

y'A ^"7-yA Ci - e 7;V J r;v^7-vV. y'Ci - 6 T )V * 7 T =- VJ > v7 
7 N #;v5}?3rv;K Ci - e 7;^^y*jv#^A Ci - 6 7;v^^-f-^. Ci - 6 7 
;U^;VX;V*^JV, Ci - 6 T^H^^^^lWCi - 6 7;V-3r;V***7 
l 5 fcl±-€-*iJ&U:<&1l»2fefc: J: *) S&SfrTv^T *> iv^) , ^n^>J|^ 
->7A *>m?*~>/i'i5J:O f 1 Sfctt^fL&ioBfcaW?-, S*Hi^i3 J: TOUM^- 
3frfc»^$*U&^nliC^*^trl&5ftI* fcli:*IStfn3~ 7^^T-n^ (S^rniii, 
t Kn#->, C i - e 7;^ ;k aoC i - e 7;v ;3 f-;k Fn^vC i - e 7;v^f-;v, 
Ci - 6 7;V3^yCi - 6 Tfr*)\s&£ZF**VfrbM^Zfo& 1 tfzte^rft&^n 

Zf±. yKStJIHA tKnJfy, Ci-e T^^K Cs - 9 y^7M* IK±2o 
O&tt, tfffD* fctt*l&5fiI3 ~ 7lRft Ci - e 7;v^;k t Ku 

3fyCi - 6 7;V^;Vi3 Z&C l - 6 7;V3 J rVCi - 6 T/u*^**fea^§tL* i * 

(SSE^-f-njjUlftt, Ci - 6 7;V3=-;K KfD^yCi - 6 T^Wi^Ci - 6 7 

j^^yCi - 6 T)i<*)i<frbmjR-£ti& i i^ii-e-tLJSL±o«!feaft= * ^ti^^v^ 

±v>) . ^ny>I?> £ Kd^a C i - e 7;V3 + 'A Kn^vC i - e 7;v 
a^v, C i - e 7;vadrvc i - 6 7* * Fn^fyCi - e 7;va*->C i - 

6 7;vn^fy> 75/Ci-e 7;V3dr->, N-Ci - 6 7^iV757Ci - 6 7;Vn 
N, N-vCi - 6 7;V^rJVT5y Ci - 6 7^3*'>, 75 7, C 1 - 6 7;V^ 
;V7 5 7, HFD^vCi - 6 7W75A c 1 - e 7;v^ ^r^C 1 - 6 7;v d r;V7 
5 7, 75 7 C 1 - e 7)^^75A vC 1 - e 7^^75A if* (K Kn^yC 
1 _ 6 T;vdf;v) 75 7. fcf* (C 1 - 6 7JV3*yCi - 6 7;V^;V) 75 7, If* ( 
75/Ci-6 7^) 7 5 7. vT7, * ;HJ***»K Ci - 6 7*n^y*)^*- 
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>K rv-fl't*^*^^ *.*#y\ Ci - e T;v^r;v^^^y. -7Ci - e t;v 

Ja±0*jfe*t' J: >3fltfe$*tTV>T*> lv>| , -ORi fcitf-NRi R2 ^^iJS* 
Ri j3«trfR 2 lis -etL-rtL^^ 7k*fi^ Ci - 6 7;t^;K Ci - e t;v^;v 

„ Ci-eTJ^^v, t K n ^ v C 1 - e . 7 ;l/ n ^ ^ Ci - e T^^^rvCi - e 7 
^n^fy, 7 5 y C 1 - e 7*33fy, N-Ci - e 7;V^;V7 5 y C 1 - e T^^^rv 
, N, N-yCi - e 7)V^;VCi - e t;v=?3^>. 7 5 y , Ci - 6 r^W^y, 
tKn^vCi - e 7;V^;vy 5 y . Ci - e T;vn^vCi - e 7;V^;V7^> 75 

;Ci-6 7)V4riV7 5 y\ vC 1 - e t;v^t;vt 5 y „ tfy, (tKo + '>Ci-« 7* 
75 A n*y> (T;vnJp->c 1 - e t;v^;v) 75 y , if* (75 y C 1 - 6 7;v 
^r;v) 75 y, ~>7y, #;i/*K3r->;K Ci - e 7iV3^fy*JV^>> TV-W + i' 
***y, Ci - 6 7;v^;w-^;x.*y > vCi - e 7;v 3 f;v*^*y> 
&£VCi - 6 7;v^*;v*^kiiiR£*L£ 1 *7t{±-€-tL£L±Ofll«3feKJ: «3 
l^^atv^feiv^) *»?>JSS» J: ; Sfctt, R 1 fcitfR 2 tiifir^SSl 

n»IL ; 
l j±5£ : 

[0 0 15] 
lit 2} 




[0016] 

o 

[0 0 17] 

5S; (I I) K*3V>TQi /6 s — A 2 =As A 2 ^Ai fc*tf£-U Ai 

-A 2 -As -fc&£o £ Q 2 #-A4 = A 5 -<DHr&. A 4 ^Qx fcjft#U Qi 
— A4 = A5 - t t£&o 
[0 0 18] 

ZhK, l#-nhc (=0) -<Dm&, * ^^^^(DmMUl-ifl^ y nym-lfe'k 

[0 0 19] 

Ms 3] 




[0 0 2 0] 

fe4*«Wt-J:*Lidr N ±iE5£ (II) ©Mit*^, 5£ ( I ) : 
[0 0 2 1 ] 
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[ft 4] 




O 



[ 0 0 2 2 ] 

Ai tiC-Xi ttz\±NX*$>t) , A 2 tiC-X 2 * fcttNT* *K As t±C-X 
s 4 fc{±N"e* >9 , A 4 iiC-X 4 ifcttNTfclK As (± C - X 5 ifei±NT?*«) ; 
Xi , X2, Xs , X 4 iJiJfXs ii. J tti j etU8l3Li'^ fcmMl 1 ; Kn^>, 

„ T 5 vy\ y*~7-^y\ C i - e 7;^;V7 5 A y'Ci-6 7;V^;V7 5 A Ci - 

6 7;v3r;v7 5 -yy . yCi - 6 7;v^;v7?yV, Ci - 6 7;v^;vy*7- ->v , ->'c 
i - 6 T)v*)v?t -v J , Ci - 6 7;v3r^-f-^, Ci - 6 7;v3r;v^;v>K Ci - 6 

T/l'^rJt'.X)!'* — >K Ci - 6 T^W^*/, yCi - 6 7^*^*^*7> Ci - 
6 7;v^;K Ci - 6 7;^^y, C 3 - 9 y^nr;^;K C 3 - 9 y^nr^a^y 
, C 2 - 7 r;v^-;v> C 2 - 7 7;v^-;k Ci - e r;vdr;v^ ;vjK-;k Ci - 6 r 
;V3dry*;Kf-;v (JELL1 9©lli, t Kn#y, 7V-;K ^7nr 

Yii, C i - 6 y ;vdf;K C 3 - 9 y^nj;^;K C 2 - 7 7;Vv~-;K C 2 - 7 T 
;y3^;i/ N Ci - e r^^r/i"* /i/>j?— ;k Ci - e t^3*^3& ;v=*f— ;k tv-A'*^ 
n7'J-^*;V5K-;K T'J-iH^y^iV-f-JK ^fQT'J-^t^y 
Ci - e y;v^drv, C 2 - 7 7;Vy-~;v^ c 2 - 7 r;v^-;v^-^r 
Ci - e r;v^r;v^^-, Ci - 6 t;v^;v^.;v*— ^ jJ^Jii 5flgo>2fet±, ffrfnf 

v. Ci-eTiW^fy tiFn^yCi - 6 7^^^^ Ci - 6 T^atyCi -6 
T;V3^r->, 7 5 y C i - e T;V3^v. N-C l - 6 7JHJV7 5 J C l - 6 + 
v. N, N-yC i - 6 7;H;V7? y C i - e 7*3 + y, 7?;, C i - 6 7;v^;v 
75/, tFo^fyCi-6 7H;V75A Ci - 6 7JV3^fyCi - 6 7;V^;V7 5 
y\ 7?;Ci-6 7;l^;V7 5 y* , y'Ci-6 7;l^;V7 5 J . If* (H Fn^yCi 

- 6 t;v^;v) 75 y\ tr* (c i - e 7;vn^~>c i - 6 7;v^r;v) 75 (7 

5 J C 1 - e T)V*)V) 7 5 y\ 7$yV, C 1 - 6 7J^;l/7? yV, vC 1 - 6 7;V 
^7-yV, Ci - 6 7;V+^y'7-vV > yCi - 6 7;v^;Vy*7-y 
y N v7y\ *^*^yiK Ci - 6 7 ;V 3r -> # Ci - e 7;i^;Vv^ C 
i _ 6 d - 6 7;v^^*^*y^if f y ; Ci - 6 7;^^^^^* 

y* *»?>a^§*L« 1 * fctt**i£LtOflBftafefc: «t fi&SftTV^T & , 75 7. C 

1 _ 6 7M^7 5 A yCi - 6 T;V^;V7 5 7 (JJLh 2 jico^ii, ISSfflt fcti^l&iRl 

_ 6 7;V3^y, tFn^fyCi - 6 7 ;V ^ C 1 - 6 7^3 + yCi - e 7;V^^ 
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>\ 75yCi-e7^3Jfy, N-Ci - e 7Hil/7?y Ci - 6 7^^^ A N, 
N-i^Ci - 6 7;V^^75 7Ci - 6 T;vndrv % 7^, Ci - e 7K^7U, 
t Fn^fyCi - e Ci-e 7^3**/C 1 - e 7;i^;V75 75 

;Ci-6 7;v^;v7 5 y „ v?c 1 - 6 t;v^;vt 5 y , tfy. (t Fn^yC 1 - 6 t;v 

^r;V) 7?/, fcf* (C1-6 7JV3#yCi-6 7iH^) T 5 If* (75;Ci 
- e T;V^;V) 7 5 y , 7 5yV, C 1 - 6 T^^r^T 5 yV, y'C 1 - 6 T^*)VT 5 
y'A 77-yV, C1-6 7 fr*tfr9"7 — V J ^ vCi - 6 TW/T-^, ~>7 
*;i/#^rv;V, Ci - e T^n^ Ci - e T^ d r^f-*> Ci - 6 7 

Ci - e T^^^^x^/^i^Ci - e 7;v J f-;v*y*y 

1 $ /^MtOJUK^gmS^ X ^g^^tLTV^T^ iv») , /M=?^>jfu\ 

n Kn^y, c 1 - e r/i^/K ^nCi - 6 r;v^;v, tKn^yCi - 6 7;v^r;K 

Ci - 6 7JVn3ryCi - e T J; * * V <b 1 £ ^(4^ *UJl± W« 

Zi4, TfclfM^ liFn^y, Ci-e7H)K C3-r/^n7W;v |ft±2o 
o^(4, l&fn £ (4/5££fn 3 — 7 MR^Wl (mm&zmnm±, Ci - 6 7;v*;K tFn 
^-/Ci - 6 7 ;v^r J: 0*C 1 - e T^^^vCi - e T^^*5> £ *i<5 life 
li**LJBU:©SjfcaifKJ: ^ fi^$ tLTV^T ^ , 1 f £t4^Wtt±caM3»Ii^ 
ISEM 4 tfilJtiR h MIR $«AtnH^^ frf&fn tfzli Tptkffi 3 - 7 M^TuiM 
(SiArnillt C 1 - e 7;V3r;K tFn^yCi - e 7;v^;vj3 4 CFC 1 - e T 
;V=rdrvCi - e 7;i^;v^fbS}R£ tL& 1 £ fc}4-?-*UUi<7>Sm^ 4 13 Mm^ttTV^ 
■Cfc iv») „ ^n^^I^ n Fn^A C 1 - e 7^a + ->, Fn^yCi - e 7;v 
3 ^ V. Ci - 6 7;Vn^>Ci - 6 7;V3dry, tFn^yCi - 6 7^3*'>Ci - 
6 7;va^fy, 7?;Ci - e 7^3^-/, N-Ci - e 7J^;l'7?yCi - e 7^3 
^v, N, N-vCi - e 7^^75/Ci - e T^n^i^ 75^, Ci-e 7;^ 
;V75A tFnafyCi - 6 7;v + ;v7?/, Ci - e 7;v3j^->Ci - 6 7;v^;v7 

5 y , 757Ci-e 7J^^7 5 y , yCi-e 7;V3r;V7 5 y , If* (fc Fo^rvC 

! _ 6 t;v^;v) 757, try. (Ci - e 7;vn^->Ci - 6 7;v^r;v) 75 y, tfy ( 
75/Ci - e 7;V*JV) 75 y. v7y. ^^vJK Ci - e 7JV3^y*)V^ 

;K 7'J-;vt J ry*iv*-^^ *y.*y, Ci - e 7;v^;i/^y.^y . y'Ci - e 7;v 
^;v*x*y. ywv*>M. iii^Ci - e 7;i^;vy JUsfcjfrfcjRRSti* 1 * fctt-ttt 
a±<7)tMi:i^tl$^t^tUv^ , -0Rii34l7-NRi R 2 jfr&J&Sifrfr 
^MiR£tt ; 

Ri isitfRz tt. -C-tt-etLSs^t-, ifli 1 , Ci - e 7;v^;k Ci - e 7;v^;v 

yfmn 3-7 1 * ?zi$*ti&±<Dwmi%ir, mmmT-is x zmnm^hmM 

, C1-6 7JV3df^ t Kn^rvCi - 6 7;V3^y, C 1 - 6 7;V3^vC i - e 7 
;V3^y, 75 y C i - 6 7;Vndrv s N-C i - 6 7;V^r;V75 y C i - 6 7;V3Jdrv 
, N, N-yCi - 6 7;Vdr;VCi - e 7;V3Jdp->. 7 5 y N Ci - e 7;K;V7^, 
tFn^fyCi-6 7;v^r;v7 5y, Ci - 6 7;v32drvCi - 6 7;v^-;v7 5 y % 7 5 
y C i - 6 7^+^7 5 y . yCi-e 7;v^;v7 tf* (t FnipyCi - 6 7;v 
^r;v) 75 y, ey^ (7;v3 + ^Ci - 6 7;v^;v) 75 y, (75y Ci - 6 7;v 

^p;v) 75 y. ->7A #;v^>v;K Ci - 6 T^3^r->*^5j?— ->K 7'J-^t^y 
5&;v^^.;v, ^y^y, Ci - 6 7;v^;v*^*A y'Ci - e 7;u d r;i/*^*y , y;v 
i^i^Ci - 6 7;v d r;vy;v*^31^£:?x& 1 f 7t ii^-tLJBJ.icog^*^ X *) 
mi&-£tix^-ci) X\y>) *»€>JSS*PJ: J9ii^£*i ; i 7^(4, R i js «t 2 tttt^i"*a 

ts^t-fi^^t, looa^^t^^^i t/ci4^-tL^±om*m : f-, 

miE#2 005-3011575 
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8/ 



n3ft*^L ; 
L J±5£ : 

[0 0 2 3 ] 
[it 5] 




[0 0 2 4] 

o 

[0 0 2 5] 

C i - e T^^K Cs - g y?n7^>, Kn^vCi - e 7;v^;K t Fn^y 
Ci - 6 TJVn^yCi - e T^/K Ci - 6 TJ^JfyCi - e 7;V^;K i/T S C 
! _ 6 T;v^;i/ N tfVv;VCi - e TJV^K vtKn^vCi - e TJV^K f'JtK 

o^vCi - e t;v*;k ^*y/Ci - e tjv^k (n, N-yCi - s T^*fr 

T5 y) Ci - e 7JV^;vJ/;ii (N, N-fcf* (H Kn^vCi - e T;V^;V) 7^ 
) Ci - e T/w^-C**, -tl2^ (I I) (I) ^ia«co^^S^ti-?-co-7 0 n 

tt, tKHHhK if^, v^n^n^°;v. i/^n^>f-;K 2-tKD+'>xf 

/K 2- (2 - Kn^rv j. h 3fi/) 2-y7^xf;K 
4-f'Jy;V^f;K l-^h^b-2->f^ 2, 3-ytFn^yyn7-l- 
>f >K 1, 3 - y t F o y - 2 - t F n y ^ f JV 7^ n ^ - 2 - ^ )K 2 - -=& /Hi* 'J ^ 
j.?->k 'i — h Kn^y7°n7°- 2 — W 1-H Fn^y-3-^ Wf-2-^;V 
2- (N, N-y^f^7?^) 2- (N, N-tf* (2-^Fn^yxfjV 

) 757) xf)P, 2, 4-yHF J fyn7*fJK 2, 3, 4- HJ t Fn^y^f JK 
2, 3, 4, 5 -r- b 9 Kn^y^>f^iD r 2 ) 3, 4, 5, 6-^>^Fn^f 

[0 0 2 6] 

:£3PJ3<7>£ k^glJoffiWKitU;^ _hfB5S; (II) ttztt (I) Ki3V>T, 
-7*>IfH\ y7A Ci - e T^^K ^nCi - 6 TJV^K C 2 - 7 C 
2 _ 7 t;V^;k Ci - 6 7;V3^y, Cs - 9 y^nrM^Ci - 6 7^n^y, 
C 2 - 7 T^^r — ;V^-^r'>> Jfcli^nC i - 6 7^3^i/"CJb&, ±iB^ (II) 4 
tt (I) ojb^t/cf±-e^-7°n y ?\ L < ti-tfrfetf)®*^!?^*^ 
#S*lS 0 Y<&*#0IKWU ^nn. y7A ^ i^K hV7^*n> 

v\ y^n7°nf;v^f^y, 2 -~f*s- 1 --f v> S^li2-^nnxl-Jfy 
[0 0 2 7] 

#&lBc&3&fc:BO<0«WK:J:*ur, ±|B5S; (II) ttzit (I) Kisv^T, Ai t±C- 
Xi tfcttN-C*»K A 2 «C-X 2 Sfcl±NT?*»K A 3 i2C-X 3 £fc*±N"C*»K 
A 4 f±C-X 4 SfcttN"?*^ A 5 teC-X 5 *feliNT*l3 I 

xi , x 2 , x 3 , x 4 jsitFXs *tL-?timiL\z, &mR=?-* ^u<y>m^ c 

! _ 6 t;v^;k Ci - e 7^3 + a AnCi-s t^^k ^°Ci- 6 7;va^y 

Ci - 6 T ITfs^UC i - 6 7;V^^ft*^)M^^; tfcit* Xi i3 

Wx 2 . X 2 *i^X 3 . x 3 *$i^X4 , ■%bmzX4 *\ *tL?fL*m 

mU<W 2005-3011575 
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9/ 



^±N-C*D. A 3 ttC-Xs 4fcliN-C*»)s A 4 t±C-X4 t*J, A t±C X^ 
,,i**p*l ffllilf if*, n-^nK*, i-7Dt*, 

^V;Ut?k T-^^*, i-.«-f», s-x**^*,«° 
2 - j.?- ;v y f - ;v & if lii^o 

n^Uv*, S/*n^*>K ******** r ™ 

?y^f"5v-2-?i, 3-^U (**TV*) > ******** 

»£r£U rc 2 - 7 r**=*J fctt, M2~7«J/:«I^T 

miE# 2005-3011575 
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s*-*J: 10/ 



>b^-> % xh^v, n-^Dl^-A i-^n^df-v. n-^h^fy, s-T'h^rv. 
i-^l.^^ t -7y3?*, > n-^>f^rv> 3 - * b * 2-^fiV7>^ 

[0 0 3 6 ] 

*&w\z&\,*x rru-;vj tut, c 6 - i o ^jfeSHfcfcaafcfcfcBfcU MxJ*\ "7 

-9-V i ;;V> fTV'J^ ^Vf77'J^, ^tv'T/'JJK ^7y7V*'J)K h V 7 V 

1J;K fl , r/ ,j K try 5;-^, tf9v-;K t?v^~;K >t>ku 

[0 0 3 7] 

rci - e t^^^-^J fc»±- 7;v^«amc£it 
1 ~ 6 co um * fc te^iWtfi^ r ;v & 7 ;v ^ ;v * ;v jj?- tSp* 

o 

[ 0 0 3 8] 

^l&WK&^x rci - e r;v3*s/#;v^-;vj y;vnir Lxm^fc 
m L fcj£«t i~6©Iil fc lifl-ffciMKo 7 ;v * ;v^£;fr r a 7 ;v * ;v * » 

j -yn*>y*^-^ n-ZF^y*^-^ s - ^ h * -> * 1- 
Vh^y*^*-^ t-^f^y*^*-^ n-^VKyW**^ 

l-if;V7D^y*;V^K n _ A dry^t*y*;v>K-;v, 4-^;v^>> 3 r 
v#;v^~;v 3 -^f-;v^> h^v*;v^-;v, 2 f-fr^v h ^vtf^-JK 1 

[0 0 3 9] 

»! ~6 oitfi$/c(i^»;^T;v^^S^^i-^7;v^;v^^^^S:i*b, flx.tf> 
mtlf. ^;V^*, n --/nl£;V^^ i-^nt°;v^. n-7^V^ 

^ s _y f;V ft, i-7-^-;v^^> t -7f^ft> n-^>^jvf-^, 3-^^;v 

1 -^;v^>^;v^*, 3-^^^^*> &£Tf2-^)vy^)V-h 

[0 0 4 0] art 

#5&g§fc:*JV>T rci - e t;v^;v^;v*-^J 7;v^;WtLtIi:7EiL 

fcRitl- 6 ©Eil/:{Wi»7^ d r^^tt^7^^r;^^*-^*tI* 

;v*^;K t-y^;v*;v*-;K n -/^fJW)V*-iK 3-^f^7f;^^^- 

ffiIE# 2005-3011575 
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^-v: 11/ 



fjV/f;vx;^-^K $5 £U S 2 —x.-f-A' •? ;v * ;v * - ;v & if ^ f ti & 0 

[o 0 4 1 J ^ - 

^HB^^iSV^T TCi - 6 T^W^yJ fctis y;V^;Vg|S^i: LTg£^7E»L^j7C 
ft 1 ~ 6 (7)111 1 f;BM«©7^^^**tt^ 7;v^r JV7 5 Z^^U fflx- 

; i/ T Sy\ S -7"W5A i-W75y, t-rW5A n-^>f;V7 5 
3 _y f;V7*f;V7? 2-^f;>/f^75y, 1 - ^f JV7*f JVT? A 1- 
xf;V7°ofjV7 5 A i5j;0 f n-^yJV75y, 4-^fM>f^T5A 3-* 
fM>fJV75A 2-^fJ^>fiV7 5A 
^7 4 f;V7?/, i3iU ? 2-xf^/f^7§/4 if £ *t £ „ 

[0 0 4 2] . 

JV7 5 7J l'i±s fa)x.«\ y^W^A yif;V7?A y'n-7'nt>7 5A v 
i -~7u\f.iV7^ yn-W75A ;V-n-7*f ;V7? A y^;V-s-^ 
f;V75; N ^f;V-i-7'f^7?y, ^f;V-t-W75A xf^-n-^f 

JV7 5 7, xf;v- s -7'f;v7^> xf;v-i-/fiV75/, t -fl-fr 

7?y> ^ if^£tL& 0 

yyn^AA y^n^^A v^a^A <>^n^>T>, ^ nA ^ 
[0 0 4 4] 

[0 0 4 5] 

£ 0 rifefnt^{±^fn3~7M^xn^J #!lxJi\ ^v-y>, 7v'JyA T 

iiD'Jyy, ^AAa ^7-/A 75A ?-*7x.>^ H°n-;K -i J 
^_;K tf^y'-;v, **^:/-;K f-T^-;K f7y7V-iA hVTV->K 7" 
h9 >/_ ;K e'J^y'A t°7y>, T" h5t KU77A rf7iiFnt'7 

^ 1, 4 - -j^-^-^-y^ ^ji/^'j7, 0 if#*-g-£ 

[0 0 4 6] 

H^t^MDt fcii^D 5 ~ 7lAfnf 4:^*, Wk\$, t!n'J V s >- 1 ->f 
tf^ij l ->f ;w y-4 ^9^-1-^, f-:*-^/!/* 1 ; > 

tfn-;v- l ->f;w tr^V-^-l-'f^ j3 J: 5 ^V— ;v — 1 — 
;v^if^^tL^,o ftt Lv^Afnftt, fn'Jy>-l-^K t±^>j v >- 1 ;v 

-t;!/* 1 ; y- 4 ->f ;k & zxre-Kjyy- i -^^t?**o 
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^-v: 12/ 



[0 0 4 7] ^ 

V f7V*-iK ^Vf7V-;K t^rfyTy-JK ^Ty7V'-iK 

[00491 

^HJH^v^T TC 2 - 7 r/u* J 7;^-;^^ LTI^teSL 

f^R^m 2-7 <D nil i ti5H£ftM^ r ;v * - )vm*m-t &7^*-^***y&* 

[0 0 5 0] 

^HHTl^iov^-c, TCi - 6 r;v^;v^;v/^^^;vj , T^Ci - 6 t^jv^w^ 
>f;vj, [HFn^yCi-eTiVn^yJ > rCi - « T^>Ci- « TA'a^ 
J. rr^ J C i - 6 T^a^rvJ , rN-Ci-6 7^iV7?;Ci- 6 7^^y 
rN, N-yCi-e7;V j f;l'7^Ci-6 7;V3^yJ , [tKn^yCi - 6 
7jV3f;V75 7j , [Ci-6 7JV3 + yCi-6 7;^^7^J , TT^Ci-6 

r;v^;vT5yj, (tKn#vCi-6 7W) T5;J, r^x(Ci- 6 

7J i,^yCi-6 y;v^;v) r^yj > rex (7?;Ci- 6 r;v^;v) r^^J , 

rCi-6 7^;V7 5yVj , ryCi-6 7;VW5y/J 

, rt°'jy^Ci - e 7;^;vj , rc i - 6 r;v3^vc 2 - 7 r;v^;vj > T 
\l Fn^yCi - 6 T;v^r ;vj % Fn^VCi - e 7JV3^fyCi - 6 T;v^r;vJ , 

rytFn^yCi-e7Wj, rF'JtFndryCi - e 7;V^;Vj > r-=E^*U 
;Ci - e T;v^;i/J . (N, N-y'Ci - e T;v^;vr5y) Ci - e T;v^;v^/ci± 

(N, N-ex (tFn + yd-6 7W) 757) Ci- 6 7W^^S7 
;v*;v^> r^^-^^^^T^^^v^fi. Kt:3eiL/;Ml~607;v 

[0051] ^ . 

10 0 5 2] 

^ 1 ~ 6 co M 4 T ;v jumtf' n n ^ > m=f ^WM ^fttzT^^^^M 

Ltft^^n^y^otii 1 ^fcii^tL^Ji-e^o-ri; < , ^nc 1 - e r 
; v^;vtc(i, tynnd - e t;v^;v, ->nCi - 6 t;v^;k F'J/ndCi - e r 
;v^;vjo £rX^-^n c 1 - 6 T^^f^ft^i^o 

10 0 5 3] ^ 

^uusc 1 ~ 6 <D%m * fz liftmrvt'v tj^* ->s^ n y >m.=?--zw& z r-^^* 

iV3^y«lt LT^-t&^n-^M^ifcte 1 £ tz\±^ftH>X±^%^X X < , 

ffi!E# 2005-3011575 
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^-v: 13/ 



'jAnCi - 6 T^nJfyjsiU'^nCi - 6 T^^ 3r v% ifT&^S it&o 
[0 0 5 4 ] 

1 _ 6 r/u^f/Uf-jHctt, ty^nCi - e T;V^;Vf-^> y^nCi - e T ^ 3f Jl" * 

[0 0 5 5 ] 

Ce-io 3Sr#JfeR^*3!f3fe*^*T'J -i^^y*JV*-^^ML, 
[0 0 5 6 ] 

*«!!9C*V»T rci - e ^TV-^afe (-NHC (NH 

) N H 2 ) tLS 3 ooSHlfffiT-Oo *><D 1 oj&*C i - 6 T^^^3fe-C*lft$*t^:<> 

WfciftlfcU fflxif. -NHC (NH) NH (C i - e Tfr*^) ft2f*^tfo 
[0 0 5 7] 

*S&9!lw*SV*-C TvCi - e 7;^;V77^yVJ fcti, 77y-;S ( — NHC (N 
H) N H 2 ) M^^-h<75 2fflifC-C i - e T ^akKSIfeS fitz % <D £;tP* U 
01*. If, —NHC (NH) N (Ci - e T;V^r;V) 2 &^*#tr 0 
[0 0 5 8] 

^HWtw^v^T rvCi - 6 7;V^;V7 5vVj fctt, 7?y7l (-C (NH) NH 

2 ) ^\ M^H^±^2®B>f-eCi - e T^^&KfilfcStLfcfc^fcSElJfcU #!)x.fi\ 
-C (NH) N (Ci - e Tfr*fr) 2 ftifSr^tro 

[0 0 5 9] 

SWISH Ki3V**C Fn^ry75 7*^*-;vSJ |~- C (O) NH-OHj * 

TfcPifc-t&o tfc, ^SPJK^T rtKn^y7 5yVSJ fcti. |"— C (NH) NH- 
OHJ tfcti-€-OSS£*ttfl:**i*^So 
[0 0 6 0] 

^li:*v^ r*^*yj fctt, T-PO (OH) 2 J ^^P*t"^o ttz, *§kmfc 

jsv^r rci - 6 T;v^;v*^*yj fcwt, r^^^y^-tLxm^MLtzC i - 6 t 
T-PO (OH) (O-Ci-e T^^;v) J £fti*U vCi - 6 T;v 
^;v***y <h ti, 2oo7;v^WiLmi:^ilf:Ci - e 7;v^W^ l~- 
P 0 (O-Ci-6 T;v^r;v) 2 J £*P*-r&o 
[0 0 6 1 ] 

##&9i!fc*5v*T r^^^vasj fcit r-so 2 ohj ^^1^1-^0 tfc, ^i&^t-^ 

v^T rci - 6 T;v^;i/^;v*J fctt, T;v^r LTKCfei Lfc C i - 6 TJV^r 

>u r-so 2 o-Ci - 6 r;v^r;vJ £5£i*-t&o 

[ 0 0 6 2 ] 

*M«B#twfe^T l"**Vj fcli, T=0J fcSGfcU fijx.ii\ ^-^rV^-eSm^tLT: 

[-C (=0) -] SrMtSo 
^f^Kisv^-c, rc i - 6 t;v^;vt5 yj > l~vC i - 6 7;v*;v7 5 > rc 

1 _ 6 7;V + iV7^yVj N TvCi - 6 7^7 5^7J , l~C i - 6 Tfr*fr7T 

-vVj , ry'Ci - e t;i^;v^t-vVJ . I~C i - e t;i^;v^J , rCi - e 
T;v^;i/j^;v^J , rCi - e r;vdr;v^;v^ — ;vj . PC i - e T;v3 i ;v^*y , J . 
TvCi - e t;v^;v*^*^J , rci - e t;v^;vJ „ rci - e T^a^rVj „ r 

C 3 - 9 y?D7WJ , TCs - 9 y^n7JV3^ryJ , TC 2 - 7 T;V^~;Vj , 
TC 2 - 7 t;v^-;vJ , rCi - 6 t;v^^^^^-^J *iO f rci - e 7;v^*y 

ffi|E# 2005-3011575 
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^— -J : 14/ 



, U t L < it 1 ~ 3 -eab^o 
[0 0 6 3] 

^Ciotli 1 £ fclifiiflli^ny^E^ Ci - e T;v^;K Ci-e T;V3^v 

o mm&mm, matf, 1-5, ^l<i±i~3-c*4 0 

[0 0 6 4 ] 

^fPJf^&v^T, TCi - e T;v^;vj , TCs - 9 V^nr^J > TC 2 - 7 T 

;V^r-;Vj , |~C 2 - 7 T^^r-^J > TC 1 - 6 T ^ ;V # )V )V \ , [Ci - 6 T 

;v3^v*;v^-;vj , rr U , r^f nr'J-A'*^-^] ^ l~7 

ij , [Af n 7 'J - ^ t ^ v * ^ # - , I~C 1 - 6 T;V^^r 

»>j, rc 2 - 7 r;vv--;v^^vJ , TC 2 - 7 T^^r-^^^^J > FC 1 - e r;v 
^;v^J & XV rci - e r;v^;vx;v^-;vj l±, I^Cictli, f&*n 2 rt: f±^t& 

^^Tum^-^^t^m\ittzitmm3-7 m^Tum, ^ny>ir^ c 

! _ 6 7Ji/3^«>, tFn^yCi - 6 7JVn^y, C 1 - 6 7^3*'>Ci - 6 7JV3 
*~>, 75/C1-6 7JV^-a N-C 1 - e 7^K;V7^ C i - e 7;Vn^y, N 
N-y'C 1 - 6 7JV^^75 ;Ci-6 7^3*">, 75;, C i - 6 ^ 
^ tFn + yCi - e 7^*^75A Ci - e T;V3^vCi - 6 7^75^, T 
UCi-6 7^7 5 7, vCi - 6 7;V*;V7 5 7, tf* (t Kn^vCi - e T 
; v^;v) 7?y, if* (7;vn^yCi - 6 t;vjp;v) 7?/, if* (T 5 7 C i - 6 7 

757, 7 5yV, Ci- 6 7M^75yV, y'Ci - 6 7)^75^/, 
^y-vV, Ci - e 7^W7 = ^, vCi - 6 T^^r^^T- vV , ->7A iJ 

;V5j^v;K Ci - e tjv^^sJ-n Ci - e 7;v^^xjv*-jk Ci - e r;v^;v* 

&*£>&i±, Will 1-5, fiF*L<l±l~3"C*So 
[0 0 6 5] 

*§kmfr&ft&, rCi - e T^/H *3iCF TCs - 9 y^nrM^J «, 

iotii, itfof /c«^fP3 -immmm mmjmm.m$, ci-« 7/w*;k t k 

D^yCi - 6 7;V^r;Vi3 ilTC i - 6 7iV3^yCi - 6 7 ^ h MUZ ft* 1 * 

3R (^^^r-nlt^{±, Ci - 6 7;V^;V, tKO*->Ci - 6 7^ d r^iO f Ci - 6 

v^T Uv>) , ^n^^T, Kn^v, Ci-e 7;V=?^>', HKn^VCi - e 7 
;V3^y, Ci - e 7;V3^~>Ci - 6 7JV3^y, 75/Ci - 6 7;V=^v, N-C 
i _ 6 7^ + ^7 5 ;Ci-e 7;V=?^rv, N, N — v C i - 6 7;V^riV7 5 7 C i - 6 
7;V3Jry, 75 7, C i - e 7iV^^7 5 7, K Fn^fyCi - 6 7M^75 7, C 
! _ 6 7;V^3f->C i - e 7^^;V7 5 7, 75 7 C i - 6 7^*^75 7, y'C i - 6 
7;V*;V7 5 7, If* (t Kn^rvC i - e 7;V^^) 7 5 7, tf^ (Ci-e 7;V3^r 
VC i - 6 7;V^;V) 7 5 7, Vf^ (75 7 C i - 6 7;V^;>) 75 7, V77, 
^rv;V, Ci - 6 7^3^^*^^-^, 7 V — Asjr* v*;v^— ^, ^7,^7, Ci - 
6 7;v3t;v*Ja*7, y*Ci - e 7;v^;v*x*7, 7n;v*>^4 7c(iC i - e 7;v^;v 

1 Mfc3M»j&±#») ^ ^i»*otJ:^ 0 1-5, 
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^-v: 15/ 



£pi L < (± 1 ~ 3 tr&& 0 
[0 0 6 6 ] 

*3&fflte*5tt*, rCi - e r;v3f;vj , rCi -e T/i^/ufc/nj?— >i/J , [itfz 

tz \±?fm p 3~7M^T-nitj t±. cictii, &«] t i±^#n 3~7i gtrnm, 

mut ?zl±JF$k%U3 ~ ylArnl, ^ny>g^ HFn^y, Ci - e 7;V3^y, 
tKn^yCi - 6 T ;V a Ci - 6 7^3^ryCi - 6 7;vn^y, 7?;Ci - 
6 7^3Jfy, N-Ci - 6 7M*7?;Ci - e 7^3#'>, N, N-yCi - 6 T 
^^^C l - 6 7JV3^ry, 757, Ci - 6 7W7^A HFn + yCi-eT* 

^r^T^y, Ci - 6 7^3^->Ci - 6 7;i/^;v7 5 / „ 7?;Ci - 6 r^^^r< 

y'Ci - 6 7;KjV7 5 >\ tf* (t Kn^vCi - 6 7;i^;v) 7 5 7, If* (T 
W + yd-jrm) 7SA If* (75;Ci-e7JH*) 75 7, y7A 
#;v;}^~>;K Ci - e T^n^r^*^^-;^, 7'J-^t^y*W-^ ***y, 
Ci - e 7;i^;v***y . -/Ci - 6 7;v^;v***y , ifci±Ci - e 

5 > jfcpi L < i± 1 ~ 3 "Cab So 



[0 0 7 0] 
[0 0 7 1 ] 



[0 0 6 7 ] 




[0 0 6 9] 

Mb 6] 
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Uh7] 




[0 0 7 2] 
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^-v! 17/ 



[ft 8] 




[ 0 0 7 3 ] 
[0 0 7 4] 

[y'uY^yif] tit, £3&#T\ **WSfctt***fi95M*J:o-T\ ^ ( 

i) toft&m*tz&mm±ft&2M &*frh(o&.fr&mztL&^ (i) <oi^m<om 

[0 0 7 5] 

«I*Wl^i3 £lfltt*iMfctt> «xJi\ [Greene a n d Wu t s , "Pro 
tective Groups in Organic Sythesis" (i2JK, Jo 
hnWiley&Sons 1 99 1) J \~WM<Oj]&*mfZ> it^ti, £tLf> £ 

mtiE# 2005-3011575 
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i—y : 18/ 



[0 0 7 6] 

mat i 

S (II) l3v>tL^-NH-C (0) -T^SfLSft^ltott, Mx.f^> ilai/jftl 
-1, 1-2. l-3 43tttl-4t^i-*-fetcJ:o-C«jii-*ifc3&*T?§*o 
[0 0 7 7] 
Mjt^fe 1 ~ 1 
[0 0 7 8] 
[ft 9] 

Q £C +h ° Y1ti 1 M1 

NH 2 o 

(1-1 -A) (1-1 -B) (1-1 -C) 



Qa 




75 F-fb 



Qa 2 -f 
Qa^Aai O 




Xg2 



Qa 2 -f 
Qa^Aai O 




I§3 



n - h u ;u 




(1-1 -D) 



Q P 2 iT 

Qai-Aat O O 

(1-1 -E) 



1*14 




(1-1 -F) 

[0 0 7 9] 

5^ Ai, Qi . Q2, YiJitfZWL, 5£ (II) £i3V»T^£fe$;ft^2::fe»}-e&!j 
, Aai . Qai % Qa 2 , Yi isilTZi tt-€-*L-€**i^ S (I I) ©5fejfcK:fetf& A i , 

[0 0 8 0] 

X® 1 (7 5 Kft) 

T 5 ( 1 - 1 - A) fc£jg.#I 

iz£t)^ 75 K ( 1 - 1 - C ) 

[0 0 8 1 ] 

^n^^ft^Jfc LT^Jxf^mft^^r^V ;K *tft^*-^*W * - fc^lS 
o tt*j»£-3W L "C tifll x. WTS^H 1 K ffi# $ Kti ii << \ Kft^W, (00 x. ii\ N - 

y^nA^y;i/*jhfyM5 K-N' tf;v^-^r ■f-fr^V Ts^f- 1>> (PS-#;v 

^yM 5 K) . 1, 3-yy^n/\^y;v*;wfvM5 K (DCC) , 
-a. h 3^>#;W1?-;V- 1 , 2 Kn^y V > (EEDQ) „ 7n^-fn (H°n 
UyV) — V 2*=^%-*)-7 )V3rU**y T- y (PyBrOP) > 1 

3- (3' -^^f;v7 5^ynt:» *;v*yM5F (EDO > > V h V 7 V- 
;W ;v^-^r v) h'J tfD'J'>V-*^*-^A A^f7;i/to>t^77-h (PyBO 

hV7V-;V (HOB t ) , Kt-y (N-^^-»^^) , A^^yM^^V'- 

mSE# 2005-3011575 



*StsS# ( i - i - b) t *«Wc«it'fr$*s - t 

Mtt^. ^ x ;vft^o^^ 1 7t f±#«T\ t tz mm 

0°C~1 8 OV<Dfcm0ktfrX*fffrtlZ> o 



#11 2004-063266 



^— y: 19/ 



tf;l/jc^-;VT5 1, 8-/7ft*y^D [5. 4. 0] - 7 - -7 ^ x'-fe ^ (DBU) 
-y^fHJKT^ K4^*;^fyS7 5 h\ Mx. f£ v ^ n n j ^ >\ Eli^d^:* & 

[0 0 8 2] 

^-tf>m±^M^=lr^o^%OvT7'fh(i, MiifS ynthetic Commu 
nication, 887-90, 24 (6), (1994). ffifc^&^Mffl L 

Ttrd -r t^i^c (l-i-c) * m^^m^mm^ \ m*. 

ittCJ;!?, ^jSi-^»vTy^#: (1-1-D) £#£^£^§£0 
[0 0 8 3] 

-f'J^75 K^O2j07k£-$M±. (#flx_ 
IfOrg. Syn. Coll. vol. 2, 586-588 (1943). ^J. Med 
. Chem. , 43, 873-882 (2000). * if) , «igS^^^T> flBfl&ge 
7JV3-;V^^V>tty^fMjKtJryF^-elT^S (#U £ i£#i!§ 2 000-8661 
0^#S2 0 0 1 - 3 9 9 3 6 4^) , & & V^lii©MTiDWt-S yj*fc (#M¥6 
-239810* if) * £*l£> HffittO^&^itrMffl LTfir^ it^t 

£ * 0 ff^Kli, iitlix.l?Ii/t/ 0 -7 A#^T3im<b7jc*7jc^fflv^TT^ K ( 1 
-l-E) ^fctlt^Mt^^o railiy'^ f ;v7>;^^f y f^^v^ i i 

J&*T?£&o £tJ»P H 1{2&J 1 0£-7>^3 0B#^T^^> o SJfclLKtij&l 0°C^^1 0 0 
[0 0 8 4] 

7 5 K (1-1-E) ^litttS*^ iSi^/f fc«-gf^|«f|}^nXfg*gm 
^ (^!lxJi\ 7jc@t*. 75/1, Anfy, 7>;l/sK^r->;v^ tj;v#-;v^ n — hn^ 

v7/i> air) *m~$-&i§r&, zcDjimxmvmKfc&zvt/t 

tzii^mm*m*&z%7 ztiz£*)WifeB&}®"?$>2>'{k<fr® (i-i-f) zmm-rz 

M*F*fcffc»i, fflAtf, [Greene andWuts, "Protective Gr 
oups in Organic Sythesis" (H 2 JS, John Wi ley & 

sons 1 9 9 1 ) j ^zmm^mzx 'omm^fzo ^mmm^KJBt lxi±, wiff 

TSmith and March, "March' s Advanced Organ 
ic Chemistry" (|5l, John Wi ley & Sons 2 0 0 1) 
J ^li^li [Richard C. Larock, Comprehensive Orga 
nic Transformations (VCH Publishers, Inc. 1 

9 8 9) j izmwwfrmz x ^mmhtzo 

[0 0 8 5 ] 

Mjf7jfe 1 - 2 
[0 0 8 6] 
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lit i o ] 

Y 

Qa— Aa 1 

NH„ 




OR 




Qa^Aa, O 



OR 



112 




Qa^Aa, O 



ii3 

T5Rb2 




Qa^Aa, O 



I§4 






(Il2+Ii3) 



Qa^Aa, O 

[0 0 8 7] 

5£pK A i N Qi . Q 2 . Yi3«fc£FZ{i> ^ (I I) ^j3V^T^a$tLfct*5!9-e* 19 
^ Aai „ Qai % Qa 2 ^ Yi SiVZi ii-f-fL^YU S (I I) ©til^tt^Ai , 
Qi , Q 2 > Yis itfZ tm^m^^V, f 14 1 * ^ v> iilM C i o 
Ai , Qi „ Q 2 > xrfz tc^m^tL^ zmzm-fo RJ±^if-;K .x-f-ZK yni±°;v 

[0 0 8 8] 

gat 1 ~ 3 

[0 0 8 9] 

[4b l i ] 

Y 



Qa f~ Aa1 

Qa 2 \ 



HO 



NH 2 




IS1 




Qa^Aa, O 



Xg2 




Q— A, 0 O 

[0 0 9 0] 

5£4U Ai , Qi , Q 2 . Y&XZFZ {4^ ^ (II) j3V^r^*$ *L;fc t £s *) 
, Aai „ Qai . Qa 2 , Yifei^Zi {i^tl-TtU S (II) CD;£»^j3tf& Ai , 

Qi , q 2 . Yisxtfz tm^m^^L-^ ttzii^m&^m^^^nuumzjz^x, 

Ai > Qi , Q 2 n Yj3 i^Z«$|£tL? ^S^r^l-o 
[0 0 9 1 ] 
getjjfe 1 - 4 
[0 0 9 2] 

2005-3011575 
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Xg2 

N ^HJ;u 




XS3 




Qa^Aa 1 O O 

[0 0 9 3 ] 

5£<=K Ai , Qi , Q 2 . Yisir/Zti, ^; (II) iz is \,* x %M Z ixt: 
, Aai , Qai > Qa 2 , Yi iSit^Zi HtM^th, S (II) ©J&UfciJlta A i . 

Ai, Qi , Q 2 > Y*3 ZXFZfc&&ZtL$ &&*mir 0 
[0 0 9 4] 
181 (7 5 Kttl) 

*i&2rftl - 1181 COT 5 KftfcH«fc©*f**^i-*£i:7&*T?£*o 
XIM2 (- h V ;viD7K^«l) 

mmifm 1 - 1 Ifl 3 <D- > V ;V»#*$ 2: WO^fr 4ratffl 1" £ £ fc j&*-C § £ 0 

xm3 mum, 'Mm&^m) 

[0 0 9 5] 

gm^fe 2 

S (I I) lC^V^TL**-CH = CH--Cft$tL*'fb^%f±, fflx.&, MMJ3'&2-1 
, 2-2, 2 - 3 i 1 iO ? 2 -4 ic^i"^^ J: of Kit -t* z\ fcj&*-C§<& 0 
[0 0 9 6] 

& 2 - 1 
[0 0 9 7] 
[flU 3] 



Qa— j 



ST 1 + h 





112 




Qa^Aa 1 



XS3 



N ^hj;u 




X§4 




[0 0 9 8] 

5£<=K Ai , Qi, Q 2 , YisJitfZli, ^ (II) Kfcv^Tj&fcSftfc & <9 "C* *) 
, Aai , Qai . Qa 2 , Yi iSXZfZi Mtt-FtU S (II) OgitC^tt^Ai . 
Qi, Qz, YisiCfZ traC5&lfc*#l^ t ^ litiHHI* ^ v>|±I§i^ i o 

ffifE# 2005-3011575 
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^o^^jS^^fflixti^M*^^i-o WiiO, O' - v— J£lt7jc*— i 
fctt FVT'J A^m^-o Wff h V TV -;V** A^grf i: # fi 

[0 0 9 9] 

%jt:fr$fc 2-2 
[0 10 0] 
lit 1 4 ] 




[0101] 

OT, Ai, Qi , Q 2 , Y&i^Zii, 5£ (II) ^j3V^TS*$tL^i:i3i9-e#) i9 
. Aai , Qai , Qa 2 ^ Yj fcitfZi ti-f-tL-r^ ^ (I I) O^fcistta A i , 
Qi, Q 2 ^ Y*5 i^z t |W| Dj£&*;frU SifettWI6aplMI|f**v»fiJtt'RKJcJ:o-C, 
Ai , Qi , Q 2 , Yis £?7Z fcgg&Sftd &^£*-To R(i^f-;v, 7"n t°;v 

% T^v, ^o-f-j/i/^ A v t?;K tert-T*^;K fcfOCi - 6 T^^^i^Sto 
W(±0, O' - v— M-fb7X*— tfctt h V T V -/l/***-* &&*m-to 

[0102] 

»jf 2-3 

[0103] 
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[ftl5] 




[0 10 4] 

Ai, Qi, Q2, Y^i^Zfi, & (I I) V* TJgil 3 *Lfc 
„ Aai „ Qai , Qa 2 , Yi fii^Zi l±*-*l-T*U * (I I) ©j&HKiJlt&Ai „ 

Ai, Qi, Q 2 , Y^irrztcSEJfeSiL^ S3fe«riE-*-o WHO, O* - S>— £tflS3*c*— 

[0 10 5] 

^jt^fe 2-4 
[0106] 
[It 1 6 ] 




Q r A, 



[0 10 7] 

5$;4U Ai, Qi, Q 2 . Y$3£V*Zl$, & (II) *3 V > T %M Ztlfct 
, Aai , Qai > Qa 2 , Yi &£TfZi H-f-tL-FfL, S (I I) <Z>5t£|£;£»tS A i % 
Qi, Q 2 ^ Y& ±irz t|WIC5e«£*U £jfcli^fl&*|j^**WiJ&#«fcJ:oX\ 
Ai, Qi, Q 2 , Y*3«fca f ZKgg&3*L-5 ^It-ito WHO, O* - S>— £tffcfc*— 

[0 10 8] 

lOI^ vSfc 3 

£ (I) CiJV»TL^-NH-C (O) -T^£*LMt^%{4, Mxi4\ $SBt3r£3- 
1, 3-2$*: {±3-3 l:^«tJ:^-CMt^;H5 t |j o 

[0 10 9] 

Mjt^fe 3 - 1 
[0 110] 
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Htl7] 




(3-1-F) 
[0111] 

5S:+, Xi , X 2 , Xs , x 4 , x 5 , YiSJ^Ztt, ^ (I) \z$s\i*Xj£MZiltib 
is *) T?*» <9 , Xai, X a 2 , X a s > X a 4 , X a 5 , Yi^iVZi Mtt^ti, 5t 

(I) WJfeUfcfctt&Xi , X 2 , Xs. X4 , Xs. Y&XTfZ trat^iS4r^rL, 4 
fcttWH*1fc«*aW±Jtt#«fcJ:o-*\ Xi > X 2 , Xs > X4, Xb, y&xvzk 

[0 1 12] 

Ig 1 (T 5 K-ffc) 

r - v >st m& ( 3 - 1 - a) t &MMwmmfc ( 3 - 1 - b ) t - 

75 K (3-1-C) *»fit4it^i4o t <7>£0&i±m^n t 

#^T, > 0°C~ 1 8 0 T^KJSffeft-etT^tL&o 

[0113] 

gft^N n r yitn tit t±« x. \*mt***)- u >K -;vl?£ - 1 ^ ? -e § a 

y^nA^^/J^JV^yM 5 F — N ' -"/n tf;v^-^r->^ -^;v* 0l J V> (PS-*^ 
atfiM 5 F) ) , 1, 3-yy^nA^y;v*;v*y^F (DCC) , 
! _^ h *clsjjtoi$=- )V- 1 , 2-ytFn^;'J> (EEDQ) , 7*n^- h V -X (tf 
nijyV) -*7*^ l )A=^H7;Vtn*^77-^ (PyBrOP) , 1 -J-f-Jl' 
_ 3 _ ( 3 ' -y^f;V7 5y7'nt°JV) AM^?F (EDC) » (^^7°HJ77 
fr**r 9 s) F'Jtfn'jyV-*X*^7A AH7Wo^7r-F (PyB 
O P ) & if & - ^ s t- § * o ffite-*-* t- Mfctffl iifl jttfN-HKo^W 
VhVT"-/-^ (HOB t ) „ «v (N-^^V>-f 5 ^;v) „ *;V^;VyV5f7 4 
fc3&*-C^* 0 LTt±fOx.{f h ^^7 5 N, N-^77" 

n^iW5^ 1, 8-y7^f^'>^a [5. 4. 0] - 7 - * > •f-fe > (DBU 

fflSE#2 005-3011575 
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s*—y. 25/ 



N-y^f;V*JVA7 5 Y%:}?(Dj])VmyWTz. h\ $lx.if^ n n * ? ISI^bR^ 
L < nn^y-ff>^^co/Nn^^jt^b7jc*. #1) x_ if T -tr h y& i?<D ^ h > ^. Mx. 

>! t ^"C i & o 
[0 1 14] 

1*12 (y7/jt) 

>-lf >m±^Mm^*W^lk& ! ®)<7)^T Sfoli^ WitfSynthe t i c C ommu 
nication, 887-90, 24 (6), (1994). f£tt<D-%&*Mg.Mm L 

xftr> itrplio *#aij^f±, (3-1-0 ^^^^sfe^^f, Mi 

ifN, N-^^fWM7 5 K"K v 1 ^ A#f#, ^x.(fr>7^f^h')7 

i i: i t) , MJS-r^vTy<b# (3-1-D) 
[0115] 
18 3 (- h 0 ;v#[i7K^5?) 

if O r g . Syn. Coll. vol. 2, 586-588 (1943). ^J. Med 
. Chem. , 43, 873-882 (2000). if) , iHtiO^ftT, IITO 
7;V3-^^5^(iyVf^H^yK^tfT : 5^ Offlx.{f#BB 2 0 0 0 - 8 6 6 1 
0^12 001-39936* f) , v^±m^^T«^1-*^fe (#i¥6 
-239810* if) * W^if fcfu itt?> i:|2IE^JS^ltll LXfto £ tifi"C 
IflLdi, te«J»«*.Mr&»#y ^A^T»»^7fc***ffl^TT5 K (3 
-1-E) ^tMtSMt^So a£»Siii^f-;Vj*;v*3rv KJ&if^fflv^i 

fti^o rj£bSfHi±£ji ofrfrh%s3 oNpn-eiSo RtSiaafiifti o*c*»?>#&i o o 

[0116] 

75 K (3 -1-E) 3&»«K3feS:*-r*»#, fe^/J/ditWi^nTi^tl 

y7^I, Rf-Rl4^M^> =3: if) **rr*»£\ - ©XS*CJK««RJ&* «£ 
feiitH*IMIf*i5i4d ifcfcJ: DftftlWIfc-c**^* (3-l-F) SrSHrta 

JttJUifcflMdU ffljlwr, [Greene and Wu ts, "Protective Gr 
oups in Organic Sythesis" (H 2 JK, John Wiley & 
Sons 1991) J lz&M<D-%feiZ £ IJ^ESfcbfco f fg»#|[fRJ£ LTii, $lx.if 
[Smith and March, "M arch' s Advanced Organ 
ic Chemistry" (|5K, John Wi 1 ey & Sons 2 0 0 1) 
J ^^VHi TR i c h a r d C. La rock, Comprehensive Orga 
nic Transformations (VCH Publishers, Inc. 1 
9 8 9) J izmm^mz £ iJiiLfco 
[0 117] 

mM£M 3-2 

[0 118] 
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[-ft 1 8 ] 




(3-2-C) (3 . 2 . E) 



[0 119] 

^tfXi , X 2 , X 3 , X 4 , X 5 . Y&XZfZli, & (I) Hjsv^Tfett^tL^ is 
*9 ^ Xai, Xa 2 , X a s , X a 4 . Xas, Yi^iETZi [i^fi^fi, ^ ( 
I) ©3feitt-*»t*Xi > X 2 > X 3 > X 4 , X 5 , Yi3 ZTfZ t HC5£**#U $ 
ti-g-fg^fP^^VMiJ^^^ioT, Xu X 2 , X 3 > X 4 > X 5 , Yisi^ZM 

, tert-7^;K &fc*<7>Ci - 6 T)V*JH<&*miro 
[0 12 0] 
Xfi 1 (7 5 Kftl) 

$Bt?r£ 3 - 1 ig i ©7? t mm^^^Mm ntt^-eiio 

7^?-f (1?!)x.f£\ Corey, E. J.; Szekely, I.; Shiner, 

C. S. Tetrahedron Lett. 3529, 1 9 7 7), & & teWt<Dft%E 
TlM7k%~mir Zfrlk (f!Jxii\ Bryan, D. B.; Hall, R. F. ; Holde 
n, K. G. Fuf fman, W. F. ; Gleason, J. G. J. Am. Che 
m. Soc, 1977, 99, 2353) Z fih lC|B«0^ft 
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ti&l 0^fb**J3 0B#p B 1-e s &IL<1^3 0^^^^3B#K^^^»o K£fiS0lC- 
W^©Mi-C\ L < (±I-J 8 0 °C — 1 0 0 
[0121] 
18 3 (7? Mb 2) 

%¥t&MMWmm& (3-2-D) h«7jc*&£-£«- fc^J: 0. 7?K (3-2- 
E) ^ISt^tWU. iORjS{i^nr^^J*^«m*li^JO^T, S 
ftxxf Mbi^^i ^li^tT, ^»<7)#^f fcfi^^T, ^-/n b >ymm* 
, or- 1 8 0t<7)Re^frt:lTfcit^o 
[0122] 

o t LTteMx. IdTffi^J 1 fcffiJf $ tL/c # ;v * v >f 5 Klfc^ (W x. fi\ N - v 

^nA^y;vAj>**vM?F-N' -7°afjVi^y^f JV^'J^f 1/7 (PS-#;w-K 
vM5K) ) , 1, 3-yy^nAary;v*;i/#7^F (DCC) , 2-^1-^rv-l 
-jl >dr~>7j;v^-;v- 1 , 2-^HKndf7'J7 (EEDQ) , 7*o^-fn (tTn 
ijyV) -*^*->)A ^Jr-9--7;v^-n^^ -7 r - h (PyBrOP) , 1 — •xf-zi'- 
3- (3' -y^f;V7 5/7 , o^l/) fc/UJKSM 5 K (EDC) „ H7/f'J77'- 
jv^vt^y) h U H°n V y;-*^*-")A = ^t7^tn*^7r - h (PyBO 
P ) & & - t ^-e § * o Mtt-^* -r >Wb#J tlx JiM k tf N -thW^y V 

h'J7/-;v (HOB t ) , «v (N-^^y7^y» > 77 v -f 5 W~ 

fr&zmf & - t&x% h 0 t&mt Lxamk^v v ^f-^r $ n, n-^mv^d 

if;vxf ]V7 5>^ 1, 8-y7f t*y7H [5. 4. 0] - 7 - <7 > > (DBU) 
^s*^fe»f S £ & c l^7n h yfeiit LtWJi(f*JVA7< K*>L<f±N, N 

Tf7tKn777iL( t±i?*4r-9-^& t?<DWikx--y-^, mk.\iW[®L^H'1tl?<Dx- 

[0123] 

OM 2 +1® 3 ) fc— jgpg-efr •) 7^ Kftfe 
XfM 1 <b *l& £l.#Sfcit&'fc x ;vffS# ( 3 - 2 - C ) tt, IS 2 <7)^Ja -f ^ 
to^il^^t^<75 F (3-2-E) Cgiti^o -f£fc>*>> £<£>aSW\ ^ 

, o°c-~i 8 o°c<t)SjS^#t% #j±, *&v>tiinffiT-ctr*?tL*o 

[0 12 4] 

3 - 1 xn 4 -gimt^n t mm^^^Mm-r^ t fc t & 0 

[0 12 5] 

g!Lj£^rfe 3-3 
[0 12 6] 



£BfE# 2005-3011575 



#H 2004-063266 ^- v : 28/ 



Mb i 9 ] 




(3-3-D) 

[0 12 7] 

^Xi , X 2 , Xs ^ X 4 s X 5 , Y&iCfZti, 5£ (I) Kte^Xfem^t^tzhSi 
•5 *K Xai, X a 2 , X a 3 , X a 4 . X a 5 ^ Yi UilTZi Ji^ti-TtU 5* ( 
I) ©SUfcfctfSXi , X 2 , X 3 ^ X 4 , X 5 > Yis XZfZ t W\ Cgi^f L, 
t±Wil*#«t**VM±JK«^l'«to-C, Xi . X 2 . Xs „ X 4 , X 5 , Y&ZTfZ\Z.$t 

[0 12 8] 

Ifil (7 5 Flfc) 

m^t^ra 3 - 1 xfi 1 <d r 5 Mt t mm<D0kVr*mmir £ Z. t £ * o 
mikum 3-ng4 -gmmm t mm<n4kft*mm-r& z 1 ^-e § & 0 

[0 12 9] 

»if 4 

5* (I) ^*V>rL3&*-CH = CH--C^S*T-*^»l±, Wittf, M^i* 4-1, 
[0 13 0] 

mmum 4 - 1 

[0131] 
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[ft 2 0] 




(4-1-F) 

[0132] 

S^Xi . X 2 x X 3 . X 4 . X 5 . Y&£TfZl±, (I) \,Z$$\,*Xfem2tifch& 
•J *K Xai, X a 2 . X a s . X a 4 . X a 5 . Yi^i^Zi ti^frl-PtL. ( 
I) ©5feHlc*^SXi . X 2 . X 3 . X 4 . X 5 . Y^iZ/Z fcHCj&fcfc^TU ttz 
i±-gm&fcM&2>WiUfcWLfc£oX^ X1.X2.X3.X4.X5, Yfc.fcO'ZKSg 

^to wao, o' -y— r^tK*— ifciih'j7'j-m*-fAi* 

[0 13 3] 

y (4-1 -a) tr;vftK (4-i-b) *jtt;aciia£"S**£ t 

gift tfl.^f;M>ii# (4 - 1 - C) ^M^ti - * £ £0 icoRjSii. 4a* 

#4T, v«4>-e- 7 8 0 C~v«v#^^^?mK-e^TfetL^ 0 ilUfefc LTfi. iftBftf- b U 
•^a. KiA'JfA, tR*^ h 'J * a. 7X5^77 y a. 7jt|tft#;v^ A^oi^M 

^. 'Jf ^AyM v "7°n tf;V7 5 K. 'Jf^A^t^f^i/?^^ n-WJf 

* a . mj * a r $ K^o^ftaafoWtf e> *u 0 i l < «7K*ib-t b y * a n y 9 

AW V7°nt';V7 5 b\ 5 fctt y A^iM W'>7 V K*3*lf * i t 4. 
. v*^r-9->. ^^y-;V. b;V-X> N n-^^r-9->. y^fJl/*JVA7? 

[0 13 4] 

XfI2 (->7/ft) 

xfi3 (- b y frtofrfffi) 

ffifE# 2005-3011575 
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m&iffe 3 - 1 urn 3<d~yv utia&frm t wm<D$sft*w%-+* - 1 % & 0 
M^-ft 3 - i xfi 4 om^st, -Mmmmft t mmo*kft*M% -t & - 1 ^ ^ £ o 

[0 13 5] 

Mjt^fe 4-2 
[0136] 

[ft 2 i] 




( 4-2-C ) ( 4-2-E ) 

[0 13 7] 

5**Xi , X 2 , Xs ^ X 4 , Xb . Y&XVZli* S: (I) Ki3V>Tjeil$:fL*:£:i3 
55 -C* 19, Xai> X a 2 ^ X a 3 , X a 4 s X a 5 . YifiitTZi tt-efL-Ptu ^ ( 
I ) <95e*K:i3&t&Xi , X 2 . X 3 , X 4 , X 5 > YfcitfZ fc |S| C^g&fc^f U itiz 
ttWffi*4affli*«v>ttK«|ifcJ:o-C, Xi > X 2 > X 3 , X 4 > Xs , Y^-fcVZfcSE 

, tert-T^K *iTC0Ci - 6 7;^;H^Sto WWrO, O' - s?— R'fbdt*— 

[0 13 8] 

Xfil 

fflSE# 2005-3011575 
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»3t*ft 4-1111 OM^r fcR^M^t^^^ § £ o 

3 - 2 x@ 2 t- flstiafrjffi t mmo&ft -r & z. t s * «, 

[0 13 9] 

XfM 3 (7 ? F'ft) 

(Xfi 2+1S3) *— SPBf "Cfi 1 "5 T 5 Kftfe 

urn i ^ tn, ^,it f 2 i^T-^tofl**«* - 

^sfojStt-fidiiw^T, **v>tt*#^?T, t^^rr/i, ^ir^t^-t, bb 

K T r/J:^n h ^tt*4v>l±^n h 0°C~ 1 8 0 'CoRJfc&f^ Iff 

EE, «fe^>v^itp]ET"e j fft?tL-2>o 
[0 14 0] 
XH4 WIB3IH«W) 

M^s^vi 3 - 1 X5g 4 mmmm t mnvM**mm-t& - 1 § * o 

[0141] 

Mot^fe 4-3 
[0 14 2] 
2 2 ] 



Xa 3 " 



( 4-3-B ) 



Xa 4 
( 4-3-A ) 

112 





(4-3-D) 



[0143] 

SifXi . X 2 , Xs 
t) -Q-fa I), Xai 



.i , co v ■ - c , , X a 2 , X a 3 , X a 4 . X a 5 , Y i * itfZ i tt-tifc^tU ^ ( 
I) o^i:i5ltS + Xi . X 2 s Xs > X 4 , X 5 , Yfc-fctfZ fc R U t 
M±%m&&M&ZW*MftW' Xi , X 2 > Xs, X 4 , Xs, Y&XVZK 
^2tiO&&*M-$-o Wl±0, 0' -V—SMkX*—***;^ SfcttHJTU-* 

[0 14 4] 

4 - i xfi i fc rafcofctt * - i ^ o 
3-iii4 ojKiii, w ^ mM<D&ft*mm 

[0 14 5] 

ffiiE#2 005-3011575 
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it H H B 4k, aa, -pi- sin &h > 

[0147] 

t ° i4 w o it^m & j: o**- o mm m k u# * m k « . ^ < o * ^mmm > 

o 

M#*£t±, *L«, eiEU*. IPJkffi, JM«> JFFM*. ^HS. SS^^S 

tt«t«B o /tit t'^-T * I8*^t & o 

Jtn&ttmt. mn&, nmw, wmum (Mwmm. &t«d , 

*l*lfi<K MrtK. flEHSl*^ 1811ftl*lfi<K MM (£?au *5W, ^>f^tt^V-A 

n« ^ ± trfi* ©«#.«n/hfl-it-r * © cats Lfc«n=*«ufc*ftpffl***«* 

ilfiiiljk J*5&*k Wifcffl (n-tr-f^'J) > tt**k *«w. ftsssw- 
£ w & i 1 3&*"C § a o 

tBiE#2 005-3011575 
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is mi fc l t a . m *. jxwibjwkw t mknMsm'Rff * n * * * * n ~ * £ 1 12 £ 

10156] v ^ . _ ^ . , ^ ^ 

m (.mM®®, m-AW) kmvx^ (i) y^^f 

;£fP^t^%) tu, jgp*|o»^ -HKoiflcIlkgSfcvffiKliO. 1 
MOOOmg, HCffH<li#Il k gif:H~3 0 Omgt^?), -B^fcS 
<7>«JS*i±, fi0^10^Alf^LTl±, Sf4L<ttlO~8 0 0mgO|£Hfc* 
*o -0Ko*ttlkggfc>)ffit<ttO. 1 ~ 1 0 0 0mg ; ^ 

5,|:ffiL<li#f 1 k g^/c^ 1 0- 8 0 0mg^^= itt* 1 0 lMXmm^ 

iT^^WSr^JfeW^J:*) 3 K#L < WEI"***, tt^MW^JI^S 

&*S NMRWtt J EOLttSJ NM-EX 2 7 0 ( 2 7 0 MH z ) V>l±Eltt*t 
TNM-GSX4 0 0 (4 0 0MHz) Srfflv^Tfrfcv^ NMRZ-^tt, P P m (pa 
rts per mi 11 ion) ( 5 ) U 7*mk*h V>7*^ ~t U * A n v 
*«-**#HRLfco Kfi*^ fJVf-^i±> JEOL*fc»JMS-DX3 0 3 **Wi 
|SJtfc$|JMS-SX/SXl 0 2At)BV>Tftft a i^M^D^>^77-f-*« 
x.MC**^ > *7*-*tt. Water stt»9 9 6 - 6 0 0 E4g6B*Jftifr** * v > 
^974 -#§T-f * n^-X (m i c r o m a s sttSZMD) *4VM±A g i lent 

T e c h n o 1 o g i e sttiAg ilent 110 O^IB^Mfl^ n v > ^7 "7 
_ #i ^^^n^r^ (F i n n i g a nlilN a v i g a t o r) £ffl^T#fc 0 

2005-3011575 
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[0161] 

8f:Waterstt»996-600E; 

^AiCombi ODS (ODS, 5^m, 4. 6 mm I. D. x 5 0 mm, ffljc 
mmi:m±m) , COSMOSIL (ODS, 5^m, 4. 6mml. D. x5 0mm, 

xJ^^ttm) . *>*v>l±I nertsil C18 (ODS, 5 M m, 4. 6m 
ml. D. x5 0mm, GLt^>^tt») ! „,r 

SWIO. 0 5%h'J7^taft*mt4* (A) a»0. 0 5%f'J7^n 

StM^r'a'^i"^ T-b B — B 'J ^ (B) ; 

i 0%B*fc9 5%B (3. 5 530 , 9 5%Bfrh 1 0%B ( 1 . 1 0% 
B -eQtfft (o. 5 <D7,tv7V4 Xt^MWRW^ft ; 
8Ei& *. 4 . 0 m L /^o 
[0162] 

if:WatersttI996-600E; 

#9i»:Combi ODS (ODS, 5 ,« m, 4. 6 mm I. D. x5 0 mm, mic 
mMttt&M) > COSMOSIL (ODS, 5//m, 4. 6 mm I. D. x5 0mm, 

, &&V>iiI nertsil C18 (ODS, 5 M m, 4. 6m 
ml. D. x 5 0 mm, GLt'f x>^tt») ) I , , , . „ 

#S&ffi:o. 0 5%h'J7^oftimti* (A) 05%h'J7^tn 
Hi^^-a^tl^T^ B- B ') (b) ; 

«:30%BH35%B (0. 2*) , 3 5%BH9 8%B (3 3^ ; 9 

8 %B*5»30%B (1^) , 3 0%B« (0. 5 30 Wr777^^W 



SKi£ : 4 . 0 m L /^o 
[0 16 3] 

gfAgi lent Technologies ttIA gilent 1100, 
*7A:Combi ODS (ODS, 5 M m, 4. 6 mm I. D. x5 0 mm, mtfc 
mmumtM) , COSMOSIL (ODS, 5 M m, 4. 6 mm I. D. x 5 0 mm, 
^Uj4j-K>?ttm , *JV>liInertsi 1 018 (ODS, 5 ^ m, 4. 6m 
ml D. x5 0mm, G L *r 4 > M±M) ', ^_ 
mW)W: 0. 0 5%b'J7WS»mt4* (A) RVO. 05%HJ7^n 

5ffiS:lO%B^9 5%B (3. 5*0. 9 5%B«(1^), 9 5 % B * <b 
10%B (0. 55W <7)^-r * 7°7^X^W^)SSY#tB ; 
ffij& : 2 . 0 m L /59-o 
[0 16 4] 

-Agilent Technologies tIA gilent 1100, 
A9 A:Combi ODS (ODS, 5 m, 4. 6 mm I. D. x5 0 mm, ft ft 
IHllil) , COSMOSIL (ODS, 5^m, 4. 6 mm I. D. x5 0mm, 
t*7^f^^tti) , ^V^HInertsil C 1 8 (ODS, 5^m, 4. 6m 
ml. D. x5 0mm, GLt'fxV^ttS) » , , , , „ 

»ffi:0. 0 5%hV7**oIW***i-** (A) W0. 05%f'J7WD 

ft^^r^^i"^ T -fe B — B B) (B) ; 

^m&: 10%B*&30%B (0. 5 00 . 30%B*e»98%B (3. 1 5£) > 9 
8%B-C*# (lflO . 98%B*U0%B (1*) ©*^77>rX*#*^B*a 

' «GS£ : 2 . 0 m L /5fr 0 
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[0 16 5] 

ItiWaters ftM 996-600E; 

5i7A:Combi ODS (ODS, 5/zm, 4. 6 mm I. D. x5 0 mm, WJb 
Sllittl) ^ COSMOSIL (ODS, 5^m, 4. 6 mm I. D. x5 0mm, 
t*7-frX^ttl) , *iv>lilnert8i 1 C 1 8 (ODS, 5 // m, 4. 6m 
ml. D. x50mm, GLt'fiV^ttS) J 

#W.0. 0 5%>'J7^tnft»mt4* (A) XtfO. 05%hV7^*n 
ftl^Mt^T-tl^-^'Dv (B) ; 

«:l%B^?)9 5%B (3. 5 53-). 9 5%B^U%B ( 1 #K 1%BT# 
W ( 0 . 5 530 CO X r- y I" 7 W X4»«t^3lB»ttl ; 
W$L *. 4 . OmL/ o 
J 0 1 6 6 J 

Water stt!9 9 6 - 6 0 0 E^|£«#^ v h ^7 7 ^ - ^fif^^f ^ D 
^ (mi c r oma s sttlZMD) K X ^M^tlliaT©*ftt\ Jffi^ffpt 

[01671 

^A:Combi ODS (ODS, 5 ?m, 28 mm I. D. x5 0 mm, %Wjfc$L 
#lfr*B : 0.' 0 5% h V 7^^n»IftS:^"r**. (A) fctfO. 0 5% h 0 7;v*n 

fti^ft^T^f-fv^ (b) ; 

mmm: 1 0%B-C«» (0. 5t» , l 0%Btf>5>9 5%B (7. 5#) > 9 5%B 
X^W (0. 5^) . 95%BH10%B (1. 5^) CO * x y 7"7 X*»»4gE# 

Hi ; 

; MM : 3 5 m L /fro 

tt > n - *y - jr./* # V - * fcJH v» ;fc £ £ ^fl^ 4 o 
[01691 

fc, Kf1B«M(±^*L^o ««afe©a^*5 J:tfK**ft«±, Wx.«T, [Greene 
andWuts, "Protective Groups in Organ jc Syt 
hesis" (« 2 JR, John Wiley & Sons 1991)] KiBtt^S; 

[0 17 0] 

*iWi:*V^T4ja*'t | 07 5 y*©#^*?tBi"*^:*t=tr-ofcK a l s e r 
7-* Hi, J. M. Stewart, J. D. Youngs Solid Phase 
Peptide Synthesis,i2l,H05l(Pierce Chemi 
cal Company, 1 9 8 4^) OfSttO^MSfctfco Tfrofco 

[0171] 

mnw 1 - 1 - 1 1 

3 _ N _ (4_^nn7x-*) -4-^ >^y^V7^75 K Mb^% 1 - 1 - 1 ) 
[0 17 2] 



ffiaE# 2005-3011575 
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xf 



[ft 2 3] 
I 

o. 




NH 2 
O 



CI' 

[0173] 

IPSA 

-£—=fu^-2-t f^>tifl^)^W (CASliff : 7 12 0-41- 
4) 

[0 1 7 4] 
[lb 2 4] 

O 

[0 17 5] 

5 _y n ^_2-HKn^ v^-t#m 2 5 g t jkWL* 'J-)A40gi7-fc^ 3 0 0m 

OOmLWUo r©»3 0 OmLCOTk^inx.. »Jf£3iilLf^ tKJIW 
|if]V2 0 0mLt«U; o * & fc&ffl U 

teTK^mf- > u ^ a-c^jul^o h u * -Missus*. ^m-^f-^-e^L^o 

^f;v3 0 g Sr#^o 
[0176] 

i H-NMR (400 MHz, CDCls) 53. 89 (3H, s) , 6. 87 (1H 
, d, J = 8. 8Hz), 7. 55 (1H, dd, J = 8. 8Hz, 2. 9Hz) , 7. 
90 (1H, d, J = 2 . 9Hz) 0 
[0177] 

ESI (LC/MS*yr-f^-F) m/z 2 4 5 . 2 4 7 (M+H + ) ; «#B# 

n 3. i8^ (sa«^n7^7 7^-«i) o 

[0178] 

XflB 

5 _^ n *-N - 2 h*~>£jS.#Bfe©IMK (CAStitf I 2476-35-9 

) 

[0 17 9] 
Ut 2 5 ] 



HO 




Br 

6 

[0 18 0] 

XmA^nhfltz 5 -7'ot-N- 2 h^r^^Wm^^^l 4. 7 g^r^ Z S- 
;v 1 0 0 m L HiiL/; 0 t 2 0 %7}c®Hb# V >> A7«« 4 0ibLJDx.> 80 

°C-e 2 «FM«^Lfco Rf&»«t«r 0 tl^Lfc^ 1 1 mL£Jlv* pH^3C 

2 h v^t#m 10. 9 g (85%) Srftfco 
[0181] 
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1 H-NMR (4 0 0 MH z , DMSO-de) §3. 81 (3 H, s), 7. 11 ( 
1H d, J = 9. 0Hz), 7. 67 (1 H, dd, J = 9. 0Hz, 2. 6 H z) , 
7. 7 2(1 H, d, 1=2. 6 Hz) , 12. 94 (1H, bs). 
[0182] 

ESI (LC/MS#yf^t-F) m/ z 2 3 1 . 2 3 3 (M+H + ) 
HQ 2. 6 6*(«^07^'7 7^«l) o 
[0183] 
XflC 

[0 18 4] 
[^2 6] 




Br 



[0 18 5] 

;VAT5 F0 3 4mL*yy nn^^>3 8 OmLCiiSL, 0°CK:<t*PLfco 

nj-r/ll. lgfcN, N - v 'f V 7"n li ;vxf ;V7 r/ 4 5 m L t y ^ n n 
3 8 0mL(«L/;l$i:> 2 0mL*fflv>Jnx.fco SStr 2 

7lc3 0 0 mL&2ra*.*86»*3l«iU 2Wi*:S>* n * > 1 0 OmLt 
ffiLfco #^«W**>*>-*^*. »/1£1&«M7}c*^ > 'J *A*«Fifc2 0 0m 
& L aetKW^ b'JfA L fco > 'J * A tt ^ SUm. v * n o ^ 



3 B# 

* 9 > 



2 3. 6 g (8 0%) 



9 J - )VX-mWf Ltzo %h fltz 
[0186] 

1 H-NMR (4 0 0MHz, CDCls) 54. 06 
, d, J = 8. 8Hz) , 7. 33 (2H, d, J = 8. 
d, J = 8. 8Hz, 2. 9Hz) , 7. 61 (2H, d 
(1H, d, J = 2. 9Hz) , 9. 7 0 (1H, bs) 
8 7] 

(LC/MS#yf^^K) m/z 340 
49t> (IStfynY^*77^C*fr2) 
8 8] 



2 Ultt 
U U ~7 



(3 H, 
8 H z) 
, J = 8 



s) 



6 . 

7 . 5 9 

8 H z ) 



9 3 
(1 
. 8 



(1 H 
H, d 
. 3 9 



H 



[0 1 

E S I 
1 3. 
10 1 



ISP 

[0 18 9] 
[it 2 7 ] 



3 4 2 (M+H + ) ; fi^fnf 




[0190] . ^ 

IgCt#yi/;5-7*n^-N- (4-^dd7x^) -2-^h^y^y^7^ 
0 g -> 7 >"ffcJE» 7 . 8g£N, N-'^ 5 Kl 0 0mH:*»L 

{±i|E# 2005-3011575 
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r h 9** h V 7i-H^7-f w^yf A 2 . 3 gfcJnx-fcSL SVN, N-v^-f" 
KSr«JETJ8£*CU WW^7;V^>«L/; 0 1 0 0 V 

?F*»t±%»^J: *)I&*U ftBfti-^^T?«5^Lfco fcifcR 7K1 0 0m 

-Mifcgllffe, RsBtJ^/i'TNSfeifrLfco fctfcRtfifeifcfcfcfcH^ IMft-*-*-fl'*i*ffiT§*L 

nhfctz&Mm* * ? y -)is-em$Lfz 0 *jet*£*u 

1 N _ (4-^nn7x^v) -2-^h*^>X75 K4. 9g (6 4%) 
[0191] 

1 H-NMR (400 MHz, CDCls) 5 4. 15 ( 3 H, s) , 7. 14 (1 H 
d, J = 8. 8Hz) , 7. 34 (2H, d, J = 8. 8Hz) , 7. 60 (2H, d 
, J = 8. 8Hz), 7. 79 (1H, dd, J = 8. 8Hz, 2. 4Hz), 8. 58 
(1H, d, J = 2. 4Hz), 9. 53 (1H, bs)c 

ESiaC/MS ^f-f 7*- K) m/ z 2 8 7 , 2 8 9 (M+ H + ) ; fiHW 
m 3 . 5 4 5> (ffiM#^ nv^ 7 7^ -O&f* 1 ) o 
[0 19 3] 
XflE 

3 _ N _ (4-^nn7x-JV) -4->b+'>'fV7^95K 1 - 1 - 1 ) 

[0 19 4] 
2 8 ] 




[0195] 

XSD-e#e>tLfc5-->T7-N- (4-^D7x;;y) - 2 - ^ b ^ T ^ 

K 9 . 8 g v F 8 OmLCiffU tM^^^ b/c 0 3 0 %i&m4b 

»ft->3^3*ffiTf£*U 3-N- (4-^nn7x^) -4-^h^WV7^7 
5K10. 3 g (9 9%) *#fc 0 
[0 19 6] 

1 H — NMR (4 0 0MHz, DMSO-de) 53. 92 (3H, s) , 7. 24 ( 
1H d J = 8. 8Hz),7. 29 (1H, b s) , 7. 40 (2H, d, J = 8. 
8 Hz) , 7. 76 (2H, d, J = 8. 8Hz) , 7. 97 (1H, bs) , 8. 03 
(1H, dd, J = 8. 8Hz, 2. 2Hz), 8. 12 (1H, d, J = 2. 2Hz) 
, 10. 3 1 (1 H, s) o 
[0 19 7] 

ESI (LC/MS*"yf^^F) m/z 3 0 5, 3 0 7 (M+H + ) ; 
fM 2.915- (H&J&Jfrfc* Y 4 - <D4k& 1 ) o 

[0 19 8] 

imm i - 1 - 2 ] 

3 _ N _ (4-^nn7i^) -4-^nWfV7??5 K 1-1-2 

) G>»3£ 

[0 19 9] 

tBSE# 2005-3011575 
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Hb 2 9 ] 




y7 ^; k 1- 1) 5 0mg^DD^r/5mLkfe«^ kd^L 

ftj&sfcO 1 6 ^ ;vHMli 9 fy^ o u ^ ^ V'^t 1 . 0mL?rIfa^lTL.5to Bf 

^n0»U o BO6#***Bfc*f->U5 0mL-e*mL^ 0 

fttifcETiiLft. ^^OTiL4 4mg W iW *2S°*i2^ *ii2* 
kftl*V^9mg*N, N-^W;VA75 MffiL1: ? i !th 

5 0 mLttfU *tf*ov>-e*ffl***"C«:*U > V 

K*Lf-o A*%BULT, 5$^«ffTilL^o t e r s tt§A 9 

9 6 - 6 0 0 E*SWmmmit9 > ^7 ^ -*«*.fc-*"f (m i c r o m a 

ss |iIZMD) ^fflv^itt, ( 4 -^nn^^-;v) -4-7 

n^^^V7^75F6mg (52%) £#tc 0 

[0201] T _ ~ r u 

i h-NMR (4 0 0MHz, DMSO-de) SO. 96 (3H, t, J-7. b il 
z) , 1. 7 4 - 1. 8 0 (2 H, m) , 4. 11 (2H, t. J = 6. 2 Hz) 7 
2 2 (1H, d, J = 8 . 8 Hz) , 7. 3 0 (1H, bs), 7. 4 1 (2H d, J 
= 8 8Hz) ! 7. 76 (2H. d. J = 8. 8Hz) . 7. 99 (1H. bs) 8 

01 (1H, dd, J = 8. 8Hz, 2. 4Hz), 8. 14 (1H, d, J = 2. 4 
Hz) 10. 3 0 (1 H, b s) o 

ESiaC/MS^rO^-F) m/z 3 3 3 , 3 3 5 (M+H + ) ; 

n 3. 2 9^(W#^- 7 ^*?^-^ 1) ° 
[0 2 0 3 ] 

-3) CD»^t 
[0 2 0 4] 
lit 3 0 ] 



CI 




o o 



*Jt«l-l-2C|B«flDM*«fcW#«»f^C3-N- (4-^D7x^) - 

■ H-NMR (4 0 0MHz, DMSO-de) 5 4. 74 (2H, d, J=4. 8H 

ffifiE# 2005-3011575 
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,) , 5. 25 (1H, dd, J = 10. 8Hz, 1. 2Hz) 5 41 ( H d 
, J = l 0. 8 Hz, 1. 2 Hz) , 6. 0 2-6. 11 ( 1 H» m) ,7.23 (1H 
, d, J = 8 . 8 Hz) , 7. 3 2 (1H, bs) , 7. 4 1 (2H d J = 8. 8H 

z) 7 7 5 (2 H, d, J = 8. 8Hz) , 7. 9 9 - 8. 0 2 (2 H, m) , 8. 

ll'(lH, d, 1 = 2. 0Hz) , 10. 36 (1H, bs)„ 

ESiaC/MS^yr^^-K) m/z 3 3 1, 3 3 3 (M+H + ) ] 
m 3 . 1 7 ft n-r Y 7?-7 4 -toteft 1 ) o 

ft-g-% l - l - 4 ) <7)Wk& 

[0 2 0 8 ] 

[ft3 1] 




1 - 1 - 2 i:Ef 3 - N- ( 4 -^nn7^-;v) - 

1 H-NMR (270 MHz, DMSO-de) SO. 93 (3H, t, J - 7. 6H 
z) 1 9 9 - 2. 0 9 (2 H, m) , 4 . 6 8 (2H, d, J = 5. 3Hz) , 5 
70 '(1H, at, ,-16. 6H., 5. »H.).«. 9 .;(;H : dt.J-15 



(2 H, d, J = 8 
J - 2 . 0 H z ) 



9 H z) 
10.3 



293 (m+h + ) ; mzn 



. 5Hz, 6. 3Hz), 7. 2 3 (1H, d 
s) , 7. 4 2 (2H, d, J =8. 9Hz) , 7. 7 5 
7. 9 8 - 8. 0 3 (2 H, m) , 8. 14 (1H, d 
4 ( 1 H, b s ) o 
[0 2 10] 

ESI (LC/MS*'yrO^-F) m/z 29 1 
m 3. 7 0* (ia«^nv^-77^«l) o 
[0211] 

^l^f^lUv) -3-N- (4-^n7x„) ->fV7*?5H (ft 

1 - 1 - 5 ) <DWk& 
[0 2 12] 
[ft 3 2 ] 




[02 1 3 ] 

»j 1 - l - 2 i:iet wil^ft i 3 - N - ( 4 ~^ D7l " ;1/) _ 

4 _^^773'7?Ktl-7'n^-2-7'f>^^^o 

1 H-NMR (2 7 0MHz, DMSO-de) *1. 84 (3H, d, J-2. 3H 

mtE#2 005-3011575 
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z) , 4. 94 (2H, d, J=2. 3Hz) , 7. 27 ( 1 H, d, J=8. 9Hz) 
, 7. 3 3 (1H, b s) , 7. 4 1 (2H, d. J = 8. 9 Hz) 7. 7 5 (2H 
d, J = 8. 9Hz), 7. 98-8. 11 (2H, m) , 8. 11 (1H, d, J -2 
. 3 Hz) , 10. 36 ( 1 H , bs) 0 
[0214] 

ESI (LC/MS^yrO^-K) m/z 3 4 3, 3 4 5 (M+H + ) ; «SN$ 
m 3. 3 2^ n t b 797^ -co^l ) o 

[0 2 15] 

1-1-6] „ - , v ^U^fl*, , 1 R 

4 _y].^v-3-N- (4-^nn7x-*) ->f V 7 * 7 5 b* (ft^% 1-1-6 

) 

[0 2 16] 
[ft3 3] 




[0 2 17] 

njfe-w 1-1-2 kjsmo9u&'%& £ mmo&tft-? 3 - N 

i h-NMR (2 7 0MHz, DMSO-de ) £ 0. 8 



(4-^nn7x-iV) - 



z) , 1 
2 H, t 
, b s) 



z) 



8 . 
[0 

E S 
I 3 
[0 

[ 



m) , 1 
. 2 4 (1 H, d 
J = 8 . 9 H z ) 
8. 0 1 ( 1 H, 
3 H z) , 10 



6 8-1. 7 
, J = 8 
, 7. 7 
d d, 
. 2 8 



5 

J = 8. 
(1 H, 



. 3 5 - 1. 4 9 (2 H, 
, J = 6 . 3 H z ) , 7. 
, 7. 4 2 ( 2 H, d, 
. 9 8 ( 1 H, b s ) , 
4 ( 1 H, d, J = 2. 
1 8] 

(LC/MS^r-f^-K) m/z 
6 1 # (fcatffcfc* *T ^"57^ 1 ) o 

1 9] 

, 1-1-7] 

4- -3-N- (4-7nn7i-;W 

1-1-7) 



(3 H, 
(2 H, 
6 H z ) 
(2 H, 



t , 

m) 

, r t 
d, 



6 H z 
b s ) 



J = 7. 4H 
, 4. 1 5 ( 
. 3 0 (1 H 
J = 8. 9 H 
2 . 3 H z) 



3 4 7, 3 4 9 (M+H + ) ', «*#B# 



-fV7^95K (ft 



[0 2 2 0] 
[ft 3 4 ] 




[ 0 2 2 1 ] , _ , \ 

^^>^V7^7< Ft 1 -7n^- 2-7DDi^ >^(b^fifcL7to 
i u-NMR (2 7 0MHz, DMSO-de) 84. 04 (2H, t, J = 5. 1H 
47 (2H, t, J = 5. 1Hz), 7. 28 (1H, d, J = 8. 9Hz) 
(1H, bs), 7. 4 3 (2H, d, J = 8. 9 Hz) , 7. 7 8 (2H, 
9Hz) , 8. 0 2 - 8. 0 6 (2 H, m) , 8. 25 (1H, d, J = 2 

ffi|iE#2 005-3011575 



z) 



d, 



H 

, 4 
. 3 4 

J =8 
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, OHz) , 10. 23 (1H, bs)o 
[ 0 2 2 2 ] 

ESI (LC/MS*yN^~K) ra/z 3 5 3, 3 5 5 (M+H + ) ; Wfttif 
fM 3. 2 5^«^^^77^^ftl)o 
[ 0 2 2 3 ] 

&m i - 1 - 8 ) <dmm 

[0 2 2 4] 
Ut 3 5 ] 




1 -1 - 2 HfB*0***« t 3 — N — ( 4 - n J ^ - *) 



) 



4 . 

7.30 
, J = 8 
3 H z ) 



3 . 
[0 2 



2 1 

= 8 
m) 



1 H-NMR (270 MHz, DMSO-de) <5 0 
H z, 4. 6Hz) , 0. 5 4 - 0. 6 0 ( 2 H, m) 

0 5 (2 H, d, J = 6. 9 H z) , 7. 
(1H, b s) , 7. 4 3 (2H, d, J 
. 9Hz), 8. 00-8. 03 ( 2 H, 
, 10. 35 (1H, bs)o 
[0 2 2 6] 

ESI (LC/MS^yf^^-F) m/z 
2 7] 

mmm 1 - 1 - 9 ] 

N- 3 - (4-^DD7x^iV) 



4 1 (2 H, d d, J = 9. 
1. 24-1. 40 (1 H, 



6 
m 



(1 H, d 
9 H z ) 
8 . 2 3 



J = 8 
7. 7 
(1 H, 



. 9 H z) 
8 (2H, 
d, J -2 



3 4 5, 



3 4 7 (M+H + ) ; 



4-if^;V-^V7^95 F (ft&m 1-1-9 



) 



©SI 



[0 2 2 8] 

m 3 6 ] 




[0 2 2 9] 

^j )V ) - 7l -^r)V (tt&'to l - 1 - 9 - A) o» 
[ 0 2 3 0] 
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10 2 3 1 1 , . . . , ^ . , 

1 - 1 - USE-Cft^^ 3 - N- (4"^n7x^) ~ 4 ~ ,t , 
V7*95 K2. 5 6g^nn^> 1 3 6mLi:lI^ i#?^W^O. 1 

™xf;V5 0 0mL«Uf> 0. 1 **tt*ov>'ClM«*'T?«5*' U fc* 
»b'JfA«Uo tt«^hVA*%SIIL-C, 5t«ffTilit/:c 5£fe.*Jl* 
ET«L2. 0 g06feB#m. iO^50mg^N, N-vVfWA7> 
K2mLC*)|Hfc. :«h'Jif^T?> 7 2 ^ L»-7x-JVtJ (h 
V7Wn^^W5K) 9 2mg»L ifPlttlMWt^ ***** 

4-^nn7x^JV^^V) - 7 x^JHXf)V3 8mg (5 2%) «r^o 
[0 2 3 2] 

i h-NMR (2 7 0MHz, DMSO-de) *7. 46 (2H, d, J=8. 9H 
z ) 7 7 0 - 7. 7 5 (4 H, m) , 8. 18 (1H, dd, J = 8. 6Hz, 2. 
3 Hz) I 8. 2 5 (1H, b s) , 8. 3 2 (1H, d, J = 2. 3Hz), 10. 8 
8 ( 1 H, b s) o 

ESiaC/MS^f^^-K) m/z 4 2 3, 4 2 5 (M+H + ) ; flHW 
3. 405- («^n7h^'7 7^-^ftl) o 
[0 2 3 4] 

^T7_ ( 4 - ^on7^~;v) - 4 -xf^-fV7^5? K (ft-£& 1-1-9 

) Oil 

[0 2 3 5] 
[ft 3 8 ] 




n 7 i;;VAjW^^) -7x^V^fiV4 0mg?:N, N-^WMT?f 
3mLI««o i©»«i:fyiWr/0. 5ml, 3>7ft!Hl6mg, TMS 
7 *fW/l ^fh7^ (HJ7x^77r/) ^VfA3 3mg 

ffifE#2 005-3011575 
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^-v: 44/ 



:»^;v=i : 4) till, N-3- (4-^n7x^V) -4-^ 
f-;V-^V7^7U*5mg (17%) 

ESiaC/MS^f^^-F) m/z 2 9 9, 3 0 1 (M+H + ), 340 
(M+CHsCN + H + ) ;immm:2. 59* («#^7f^7^-^3 

) o 

[0 2 3 8] 

mmm 1-1-10] 

[0 2 3 9] 
[ft 3 9] 




«lfl 1-1-2 PE«oW*tt * mm<o#ft"C 3 - N - (4-h'J7^n^^f 

" 1 h-NMR (400 MHz, DMSO-de) * 1. 22 (3H, t, J-6. 8H 
z) , 4. 23 (2H, q, J-6. 8Hz) , 5. 04 (2H s) , 7. 25 ( H 

d J = 8. 8Hz), 7. 36 (1H, bs), 7. 40 (2H, d, J=8 8H 
z) 7. 9 2 (2H, d, J =9. 3Hz), 8. 0 3 (2H, dd J=8. 8Hz 

2. 0 Hz) , 8. 36 (1H, d . J = 2. 0 Hz) , 10. 5 3 (1H. b s) „ 

ESI 4 (LC/MS*yr^^F) m/z 4 2 7 (M + H + ) ; 2. 
7 8^ (M»^n-7^*7 7^«2) o 
[0 2 4 2 ] 

% 1 - 2 - 1 ) <7)P^ 
[0 2 4 3] 

Mb 4 0 ] 



o 

IT ^ 

,NH 




[0 2 4 4] 

IgA 

[0 2 4 5] 
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[ it 4 l ] 




4->> + y$ifS^2 8. OmL*i™^> ;5 ^»f^2 6. 0mL£v 
^^'✓5 0 0mLC*#U OTJCIWPU. ^tiSKtiU^ (IV) 10. 
OmLfcl 5^W«TU *«>fc5 BiWI*#Lfco RJS^**. 1 L * fcffii . *M 

ItBETfEjftU 3-^n^f)V-4-^^ yfelf i^^^ 2 3 . 8g (6 0%) 
[0 2 4 7] 

1 H-NMR (4 0 0MHz, CDCls) Jl. 39 (3H, t, J = 7. OHz) 
, 3. 95 (3H, s) . 4. 36 (2H. q. J = 7 0 H z ) . 4 . 6 6 (2H, s 
), 6. 92 (1H, d, J = 8. 3Hz), 8. 03 (1H, dd, J = 8. 3Hz, 
2. 1Hz) , 8. 0 5 (1H, d, J = 2. 1Hz) , 
[0 2 4 81 

ESI (LC/MS*"vNn-F) m/z 2 2 9, 2 3 1 (M+H + ) \ 

[0 2 4 9] 

X1B 

[0 2 5 0] 
Kb 4 2] 




CI ° 

^ 9 5 V 5 3gt^x>30mL U 10 0^6 Lfc* 0 °C K 

_ 2 -^< b^W^WfV>rb55-9A = ^niJ K1 2 . Og (9 1%) 

[ 0 2 5 2 1 

ESI (LC/MS^r-f^-F) m/z 3 3 3 (M + - C 1 ) ; «#B# IW 1 
.88^ (Wasted * n-7^77^^ftl) o 
[0 2 5 3 ] 

f3§ ;v5;v _ 4 _^ }.**,&&&WLX-T»<vm& (CAStiff : 12 2 13 6- 

0 3-2) 
[0 2 5 4] 

2005-3011575 
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Uti 3] 




o 



10255] ^„ , . . , _ . 

.,.^ A = ^, JK12 , o g£ 5 0%SW*il2 4mLML 1 0 0*CT?4. 5 
B#ri»L^c RJS«C*»4 OtC» 7K4 8mL^Dx, MM.^ 6 7B#M$£L/c 

h v$J,#^^;V 3 . 5 g (52%) £#fco 

[0256] , T „ n • t T^ 

1 H-NMR (400 MHz, CDCls) * 1. 40 (3 H, t , J = 7. 1 Hz) 
4 01 (3H, s) , 4. 37 (2H, q, J = 7. 1Hz) , 7. 05 (1H, d 

^ J=8 . 8Hz), 8. 26 (1H, dd, J = 8. 8 Hz, 2. 1Hz) , 8. 51 

'(1H, d, J = 2. 1Hz), 10. 46 (1H, s) o 
[ 0 2 5 73 

ESI (LC/MS*yfO^-F) m/z 2 0 9 (M+H + ) ; VkWWm 3. 

[0 2 5 8] 

X31D 

[0 2 5 9] 
[4C4 4] 




;v _ OmLfc'J >»-*«t 2. 9 g *20mLit-7f^ 

r€«2 3mL^Mttti:U dtt^Wx-f-;V-t?3 0WtBL7to 

,fV7^v| l-xf;V5. lg (9 6%) SrWfco 

i 1 H-NMR (400MHz, CDCls) *1. 40 (3H, t, J = 7. 0Hz) 
4 1 5 (3H, s) , 4. 3 9 (2H, q, J = 7. 0Hz) , 7. 1 2 (1H, d 

J =8. 8Hz), 8. 2 7 (1H, dd, J = 8. 8 Hz, 2. 0 Hz) , 8. 8 4 

'(1H, d, J = 2. 0Hz) o 

ESiaC/MSmo'^F) m/z 2 2 5 (M+H + ) ; «#B#W 2. 

[0 2 6 3] 

IiE 

miE# 2005-3011575 



#11 2004-063266 
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[0 2 6 4] 
[ft 4 5] 



o 



H 





WAT?K3,L^nD>ryl0mLi:i#U 0^fc**PLfco 
-jfcft***j-i;/U8 8,« L*4>Ll*oUn£, 0t-C2 0 UkftKlAT? 1 6 fTOtt 

# Lfco RJES««r«ET«* HE*"** - * ± fJ » *Lfc*KfeH#* SmLC^n 

N _ y >f y 7 -n If ;vxf 23/iL^^7nn>r/2mL KmM L fcariKKSn 

h^y^V7^r/fxf)V7 9mg (92%) Srftfco 

10266] , T ^oTT^ 

1 H-NMR (400 MHz, CDC 1 3 ) H. 41 (3H, t, J = 7 2Hz) 

, 4. 14 (3H, s) , 4. 39 (2H, q, J=7. 2Hz) , 7 1 0 ( 1 H, d 
J = 8. 8Hz) , 7. 23 (2H, d, J = 8. 8Hz) , 7. 71 (2H, d J 

= 8. 8 Hz) , 8. 22 (1H, dd, J = 8 . 8Hz, 2. 3 Hz) , 8. 94 (1 

H, d, J = 2. 3Hz), 9. 6 6 (1H, b s) 0 
[0 2 6 7] 

ESI (LC/MS*vrO^-F) m/z 3 8 4 (M+H + ) ; UWW 3. 
42* (|If#7 07f/7 7^©ift2) o 
[0 2 6 8] 

ISF , „ . 

N _ ( 4 _ > ij 7)\,*U* h^->"7^-;v) -4->iRW77^7>/| 

[0 2 6 9] 
[>ft4 6] 




[0 2 7 0] 

95 yi£^?-;V5 lmg^^^2mLl»> 2 0 V . 

y*Al±J5>Bllfc, i^m^^^-e^L^o fcfc&rmtfc***^ »Bft^^^**ET« 
*U N — (4-b'J7;Vtn> h*i/7x^) -4--* h^WV7^75>14 8 
mg (10 0%) &Wfco 

[0271] , 
i H-NMR (400 MHz, DMSO-de) 3. 95 (3H, s) , 7. 29 U 
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H d , J = 8. 8Hz) , 7. 36 (2H, d. J = 8. 8Hz) , 7. 84 (2H, 
d J = 8. 8 Hz) , 8. 07 (1H, dd, J = 8. 8 Hz, 2. 3 Hz) , 8 1 
2 '(1H, d, J = 2. 3Hz) , 10. 3 8 (1H, s) , 12. 9 1 (1H, s) „ 
[0 2 7 2] 

ESI (LC/MS*y'tn'^F) m/z 3 5 6 (M+H + ) ; #JWIW 3. 

[0 2 7 3 ] 

Zt^JI G 

% 1 - 2 - 1) <7?PS 
[0 2 7 4] 
Kb 4 7] 



o 

H 




NH„ 



•7 



l0 2 7 5] , ^ V 

X3gF-e#?>^N- (4-F'J7JVtn^^y7x-JV) _ 4 > *v>f y 7 * 
5>»4 8mg, MT^^Al lmg, ^^/hUT^-^-l-^Vl^ 
t; 2 5 m g (s-y^f^T^y^n tf;v) xf-;v*;v#vM 5 Kia^m 3 1 m g 

£ N N _V^W^75K2mLi:iHU N, N - V 7°n tf;v^;V7 ? > 

»«»4*5A^nv>^7^- (yV^>5g, 75;7 s ot>iiyU*^2 
g) }:J:l)y7no^yR^^-^l 0 Otl?lM^i§t^tffl^iS 
u 3 _ N _ (4 _ > i; ?)V*U* Kv7x-^) -4-^ h^V-f 77^75 K4 5 
mg (9 6%) &#7t 0 

1 H-NMR (4 0 0MHz, DMSO-de) 53. 92 (3H, s) , 7. 24 ( 
1H, d, J -8. 8Hz), 7. 3 1 (1H, b s) , 7. 3 7 (2H, d, J =9. 
0 Hz) , 7. 8 5 (2H, d, J -9. 0 Hz) , 7. 9 9 (1H, bs), 8 04 
(1H, dd, J=8. 8Hz, 2. 0Hz) , 8. 12 (1H, d, J=2. 0Hz) 
, 10 . 39 (1H, s ) o 

ESiaC/MS^f^^-K) m/z 3 5 5 (M+H + ) ; tiMWIBJ 3. 
[0 2 7 8 ] 

3 _ N _ ( 4 -tert-y^;V7^-;V) - 4-^KWV7^5F (>ft^ 1 - 2 

- 2 ) <Z>SHI 
[0 2 7 9] 
Mb 4 8] 
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ESI (LC/MS^r^t-F) m/z 3 2 7 (M+H + ) ; 3. 
25^ dS»DV^57^-^ftl) o 
[0 2 8 1 ] 

j" "J^ 2 3 J 

3 ^ N _ ( 4 -^D7x^) - i- N -y^n^yf;v-4-^ J fy'fV7^7 

5 K 1 - 2 - 3 ) (omM 

[0 2 8 2 ] 
Mb 4 9 ] 

H 





cr 

[0 2 8 3 ] 

If! A 

[0 2 8 4] 
[4b 5 0 ] 



[0 2 8 5] 

^jfcfl|l-2- lXSD-C#P>tL^4-^ h*WV7^^R 1-^^;H 0 Omg 
^ N N _^f^W75 K2 ^ L*y?on^ * > 5mLC$»U 0°CK<t£PL 
fc„ i^#«tH-*^^';^5 9^LSr^Li*oini^ 0 « 2 0 #*#Lfc*fcii£ 

3mLO^nn^Vi:j»iU 4 - * n n T- U > 6 3 m g N, N-^770t 
jyxfJ V 7 5 > 2 3 4 /i L^?nn^ > 2mLi:ilii?Lf;Sm(:ix.fco gj&T- 3 B# 

(* V * ^5g) piU^on^ > Rtf n 1 » 1 SM^U3«t L 

t |v«L, N — (4-^nn7x^) -4-> f^y^77^^t^H 3 
4mg (9 4%) £#fc 0 
[0 2 8 6] 

i H-NMR (2 7 0MHz, DMSO-de) Jl. 32 (3H, t, J = 7. 3H 
z) , 3. 9 6 (3H, s) , 4. 3 1 (2H, q, J = 7. 3Hz) . 7. 3 1 (1H 

d J = 8. 9Hz), 7. 40 (2H, d. J =8. 8Hz), 7. 77 (2H, d 
\ J = 8. 8Hz), 8. 09 (1H, dd, J = 8. 9Hz, 2. 3Hz), 8. 15 
' (1 H, d, J - 2. 3 H z) , 10. 3 (1 H, s) o 
[0 2 8 7 ] 

ESI (LC/MS^f-f^-K) m/z 3 3 4, 3 3 6 (M+H + ) ; 
m 3. 2 8^(SIt#7nv^7 7^©##2)„ 
[0 2 8 8] 
ItB 

N _ ( 4 _^nn7x-;v) -4-^ b^y^fV7^;Holl 
[0 2 8 9] 



£BfE# 2005-3011575 
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W 5 1 ] 




11 8s^>^-^2 0 0mLh2 0 %*BMt* U * AtK»«C6 0mL«J: 

_ ( 4 _^nn7x-JV) -4-n*WV7^*10. 7g (9 9%) *^3to 

^H-NMR (270MHz, DMSO-de) 53. 95 (3H, s) , 7. 2 8 ( 
1H d J = 8. 6Hz) , 7. 40 (2H, d, J = 8. 9Hz) , 7. 76 (2H 

d' T = 8 9Hz), 8. 07 (1H, dd, J =8. 6Hz, 2. 3 Hz) , 8. 
'l2'(lH, d, J = 2. 3Hz), 10. 3 (1H, s) , 12. 9 (1H. s) c 

ESiaC/MS^yf^^K) m/z 3 0 6, 3 0 8 (M+H + ) ; 
m 2. 2 859- (l*a&ifc#*nv h^77^ -Ofcf*2) o 
[0 2 9 3 ] 

ZCfM C — 
l^N- ( 4 _^nn^i-;v) - i-N-v^n^yf;v-4-^^>^V7^7 

5 F (ffrg-Jfe 1 - 2 - 3 ) WIS 
[0 2 9 4] 
[4b 5 2 ] 

jy 

e N-^W^75F20,Lt^nn^>4mL ttfttt U 0 °C fc**P 
L7-' ^W-Mt^')iV6 0,L^Lfojni, 0°Ci?2 0«U:flj: 

ftSoLO^na^y P**Lfco - 5 0 0 ^ L Kf^nAyf*7 * ✓ 7 

6mgtN N -^V7-nH>iWr/2 o^L^nn^v»»5 0 0 ^ L 

im^>^H>*7^n^777.-tiSU N-3- (4-^H7 
^- ;v) _ N _ 1 _ i/ ^o/^f;V-4-^ J f->-^V7^7n f 3. 8mg (13 

%) *r»fc„ 

^H-NMR (2 7 0MHz, CDCls) Jl. 4 0 - 1. 6 0 ( 2 H m) 1. 
6 0 - 1. 8 5 (4 H, m) , 2. 0 0 - 2. 2 0 (2 H, m) , 4 13 ( 3 H, s ) 
, 4. 41 (1H, dd, J = 14Hz, 2. 9Hz), 6. 24 (1H bd, J = 6 
. 9 Hz) , 7. 13 (1H, d, J = 8. 9Hz), 7. 3 4 (2H . d J = 8. 9 
Hz) , 7. 63 (2H, d, J = 8. 9Hz) , 8. 17 (1H dd J = 8. 9H 
z. 2. 6Hz), 8. 5 0 (1H, d, J = 2 • 6 Hz) , 9. 7 7 <1H, bs) 0 
[0 2 9 7] 

ttt|SE# 2005-3011575 
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ESI (LC/MS^N^-K) m/z 3 7 3, 3 7 5 (M+H + ) ; 
[0 2 9 8] 

-ffc^tJ 1 - 2 - 4 ) 
[0 2 9 9] 

m 5 3 ] 

I 



1 H-NMR (2 7 0MHz, CDCls) 53. 01 (3H, d, J = 5. 0Hz) 
4 1 2 (3H, s) , 6. 3 8 (1H, b s) , 7. 1 2 (1H, d, J = 8. 6H 

'.) , 7 3 3 (2 h! d, J=8. 9Hz) , 7. 62 (2H, d 1=8. 9 H . )_ 
8. 15 (1H, dd, J = 8. 6Hz, 2. 7Hz), 8. 53 ( 1 H, d, J- 
2. 7Hz) , 9. 75 (1H, bs) o 

ESiaC/MS^r^t-F) 3 19, 32 1 (M+H+) ; UWWM 2. 
6 6t> (Wft^n-7f^7 7^«3) o 
[0 3 0 2] 

N K f U-^o^x^V) -4-* f^y-N-1-^-^77^7? K ( 

it&m i - 2 - 5 ) ©is 

[0 3 0 3 ] 
[It 5 4 ] 



ci 



i h-NMR (270 MHz, CDCls) 8 1. 26 (3H, t, J = 4. 5 Hz) 
, 3. 51 (2H, dd, J = 7. 3Hz, 4. 5Hz) , 4. 13 (3H s) 6 
2 9 (1H, bs) , 7. 13 (1H, d, J -8. 6 Hz) , 7. 3 4 (2H d J 
= 9 0Hz) , 7. 6 3 (2H, d, J = 9. 0Hz) , 8. 17 (1H. dd, J- 
8. 6Hz, 2. 5Hz) , 8. 53 (1H, d, J «= 2 . 5Hz) , 9. 77 ( 1 H, 
b s ) o 

ESiaC/MS^yr^t-F) m/z 3 3 3, 3 3 5 (M+H + ) ; 
ffl 2. 66t> (It«^nvf07'f-^ft4) o 
[0 3 0 6] 

ffifiE# 2005-3011575 
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7?F 1 
[0 3 0 7] 
[ft5 5] 



2-6) OSUt 




[0 3 0 8] 

_ 4 _ ^ ^ y ^ y 7 JVf J: y ^ o y o JV7 r/ v^t^ l^o 

ESI (LC/MS^yf^^F) m/z 3 4 5, 3 4 7 (M+H ) ; 
M 2. 8 57l(SW^-7f^77^0^3)o 

[0 3 0 9] 

1 - 2 - 7 ] 
N _ 3 _ (4-^nn7x-^) -4-^ 
n tf;v) -^77^7? K05 
[0 3 10] 
[ft 5 6 ] 



( 1 f^y^f^-7 



5cm 




ESI (LC/MS^/f^^-K) m/z 3 9 1, 3 9 3 (M+H + ) ; 
ffl 3. 03t> (ilW^vl-777^^3)o 
[0312] 

N [ *f Jl (4-^nn7x^) -N-l- (2-y7yxfjV) -4-^>*">-^ 
77^7?F (HJfefll 1 - 2 - 8 ) ©SI 
[0 3 13] 
[ft 5 7 ] 




[0 3 

- 4 

1 h- 

, 3. 7 
. 0 5 ( 
J = 8. 
= 8 . 9 
, bs) 
[0 3 



14] 

1 - 2 

NMR 

2 (2 
1 H, 
9 H z 
H z , 

O 

1 5] 



^V7^;Vifc 2-7 5 7 7aH°t^F U /l/*fflv»T'&'j8L;fco 

(2 7 0MHz, C D C 1 3 ) 8 2. 7 6 (2 H, t, J = 6. 2Hz) 
H dd, J = l 2. 5Hz, 6. 2Hz), 4. 13 (3H, s), 7 
b's) , 7. 13 (1H, d, J = 8. 9Hz) , 7. 33 (2H, d, 
) 7 6 0 (2 H, d, J = 8. 9Hz) , 8. 13 (1H, dd, J 
2. 3Hz), 8. 61 (1H, d, J = 2. 3Hz), 9. 71 (1H 



ffilE# 2005-3011575 



#11 2004-063266 



ESI (LC/MS^yf^^K) m/z 3 5 8, 3 6 0 (M+H ) I 
ffll 2. 5 8^- (MWo^>^7^-©*#4) o 
[0 3 16] 

[HJfcfll 1 - 2 - 9 ] o ^v*.^ 

N _ 3 _ (4 _^nn7^-;v) -N - 1 - 4 V 7°n ;v- 4 - ^ h * v- -f ^ 9 7 

5 K 1-2-9) 0»jt 

[0 3 17] 
5 8 ] 



$mm i - 2 - 3 i«c t ra*<w*frcN - u-^nn?*^*) 

_ 4 _^ V7^JHfc 'f V7° n t?^T5 ^£fflV>"C£-jSL;fco 

1 H-NMR (2 7 0MHz, CDC 1 3 ) 5 1 . 2 7 (6H, d, J = 6. 6Hz 
, 3. 6 6 (1H, brs) , 4. 13 (3H. s) . 4. 2 0 - 4 4 0 (1H, m) 

6 16 (1H, brs) . 7. 13 (1H, d. J = 8. 9Hz) , 7. 3 4 (2H 
; d ; =8. 9Hz) , 7. 63 (2H. d. J«8. 9Hz) , 8 17 (1H d 
d , jig. 9Hz, 2. 3Hz) , 8. 51 (1H, d, J = 2. 3Hz) , 9. 77 
( 1 H, b s ) c 

E^iaC/MS^r^^K) m/z 4 0 1, 4 0 3 (M+H + ) ; ft** 
m 3. 5 7^(SM^^^97-f-^fr3)o 
[ 0 3 2 0] 

^77^7? f (it&m i-2-i o ) <Dmm 

[0 3 2 1 ] 
lit 5 9 ] 




i H-NMR (2 7 0MHz, CDC Is) 5 0. 9 5 (6 H, d, J -6. 3 Hz) 
, 1. 5 1 (2H, dd, J = 14. 9 Hz, 7. 0 Hz) , 1 6 4- 7 7 (1 H 
, m) , 3. 4 7 (2H, dd, J = 14. 9 Hz, 5. 9 Hz 1. 4. 11 (3H s 
) , 6. 3 0 (1H, bs) , 7. 11 (1H, d, J= - 6 Hz) 7 3 3 ( 2 H 
, d, J = 8. 9Hz) , 7. 62 (2H, d, J = 8. 9Hz) 8 15 (1H d 
d, J i 8 . 6 Hz, 2. 7 Hz) , 8. 5 1 (1H, d, J = 2. 7 Hz) , 9. 7 6 
( 1 H , b s ) o 

ESiaC/MS^tO'^F) m/z 3 7 5, 3 7 7 (M+H + ) ; «#B* 
RI 3. 3 8^(«^^^*77^^ft3)o 
[0 3 2 4] 

2005-3011575 



mm 2004-063266 



: 54/ 



Hb-a-tJ 1-2-1 i ) <dum 

[0 3 2 5] 

Mb 6 0 ] 




[0 3 2 6 ] 

mmm i-2-3itc tfc fc ra*oiwrcN - 

1 H-NMR (270 MHz, CDCls) H. 12 (3H, s) , 4. 64 (2H 
, d, J = 5. 6Hz) , 6. 63 (1H, bs), 7. 13 (1H d J-2. 3H 
Z ) 7 3 0 - 7. 3 5 (7 H. m) , 7. 60 (2H, d, J = 8. 9Hz) , 8 
1 9 '(1H, dd, J = 8 . 6 Hz, 2. 3 Hz) . 8. 5 5 (1H, d, J = 2. 3H 
z) , 9. 7 3 (1 H, b s) o 

ESI 2 (LC/MS*yf^?-F) m/z 3 9 5, 3 9 7 (M+H + ) ; m#B# 
3. 2 6»(«^-7^'7 7^-©ifr3) o 

— n — i — iiH-«r/-*-4-^i 

_ 4 -^ h^>->fV7^?? K Mfr&W 1-2-1 2) OSOI 
[0 3 2 9] 
Mb 6 1] 



JO" 




[0 3 3 0] 



^jfcfl i - 2 - 3 xm c t»3«© ra#o»f^t?N - 

1 H-NMR (2 7 0MHz, CDCls) 5 2. 8 9 (2H, t, J = 6. 2 Hz) 
, 3. 70 (2H, dd, J = 12. 2Hz, 6. 2Hz) , 4. 08 (3H . a) 6 
; 83 (1H, bs) , 7. 06 (1H, d, J = 8. 6Hz) 7 3 0 ( 2 H ,_ , 
J = 8. 9Hz), 7. 5 5-7. 6 1 (4H, m) , 8. 0 7 (1H dd J-8. 
6Hz, 2. 6Hz), 8. 57 (1H, d, J = 2. 6Hz), 9- 71 (1H, bs 

) o 

ESiaC/MSlyf^^-F) m/z 3 9 9, 4 0 1 (M+H + ) ; 
|G0 2. 145- (HaWn-7f797^-*3) o 
[0 3 3 2] 

->fV7^95K (jb^% 1-2-13) 0»at 
[0 3 3 3] 



tb|E# 2005-3011575 



#0 2004-063266 



55/ 



Hfc6 2] 




1 H-NMR (270 MHz, CDCls) 5 3. 39 (3H, s) , 3. 56 (2H 
dd, J = 9. 3Hz, 4. 5Hz) , 3. 66 (2H, d d , J = 9 3Hz, 4. 

5Hz), 4. 13 (3H, s) , 6. 6 5 (IH b s) , 7 1 3(1 H, d J- 

8. 8Hz) , 7. 34 (2H, d, J = 8. 9Hz) , 7. 63 (2H, d, J-b. 

9Hz), 8. 16 (IH, dd, J = 8. 6Hz, 2. 4Hz) 

, J = 2. 3Hz) , 9. 7 4 (IH, b s) 0 
[0 3 3 5 ] 

ESI (LC/MS*yf^'t-F) m/z 3 6 3, 3 6 5 
[0 3 3 6 ] 

imnm 1-2-14] 

N _l_ ( 2 -^nxf;H -N-3- (4-^nn7x^) -4-*h*v->f 
77^55 K (ffr&W 1-2-14) WSiat 
[0 3 3 7 ] 
[4k 6 3] 



8. 5 8 (1 H, d 



(m+h + ) ;$mm 




mmli i-2-3igc Kmmomm^m t n#otwtT?N - (4 : ^^x^) 



7 6 (2 H, m) , 
2-7. 15 (1 H, 
d, J = 8. 9 H z) 
0 (1 H, d, J = 2 



3 . 

m) 



8 
6 



1 H-NMR (2 7 0MHz, CDCls) S3. 70-3 
7 7 - 3. 8 6 (2 H, m) , 4. 13 (3H, s) , 7. 1 
7. 34 (2H, d, J = 8. 9Hz) , 7. 63 (2H, 
14 (IH, dd, J = 8 . 6Hz, 2. 6Hz), 8. 6 
Hz), 9. 7 3 (1 H, b s) o 

ESiaC/MS^yfO^-F) m/z 3 6 7, 3 6 9 (M+H + ) ; «*N* 
m 3. 0 1^(W#^?f^7 7-f-*3)o 
[0 3 4 0] 

N ?f (4-^n7x^V) - Wh^-N-l- (n7HFD77>-2 
_.f;v^;v) -fV7^95K 1 - 2 - l 5) oli 

[0 3 4 1 ] 



ffl|E# 2005-3011575 



#11 2004-063266 



^-y. 56/ 



[ft 6 4 ] 




Stttil 1-2-3I8C t R»©»ft-eN- ( 4 - n J * 

ESI (LC/MS*yt^*-F) m/z 3 8 9, 3 9 1 (M+H + ) , «#B# 
ffl 2. 845" (ffiM#^n^h^7"7^-0^#3) «, 
[0 3 4 3] 

V7^55 K (ft-£W 1-2-16) 
[0 3 4 4] 
[ft 6 5 ] 




imm 1-2-318C KteMnmaiim t h*o#^n - ( 4 - * n * 7 * 



1 H-NMR (2 7 OMH z 
15-1. 35 (2 H, m) , 
J = 6. 3 H z) , 4. 13 
d, J = 8. 9Hz) , 7. 



CD C 1 3 ) 
, 1 . 5 0-1. 
(3 H, s) , 6 
3 4 (2 H, d, 



SO. 90-1 
8 8 ( 8 H, m) 
. 3 4 (1H, b 
J = 8. 9 H z) 



J = 8 

1 H, 
[0 
E S 

HQ 3 
[0 
[3 



8. 17 

6 H z) 



(1H, dd, J = 8. 9Hz 
9 . 7 7 ( 1 H, b s) o 



0 
, 3 
s) 
, 7 
. 6 



( 1 H, m) , 1 . 
3 0 (2 H, t , 
13 (2 H, 
(2 H, d, 



, 7. 
. 6 3 

Hz) 



. 9Hz) 
d, 1 = 2 
3 4 6] 

I (LC/MS^f^^-K) m/z 347 
.0 155- («#^dv^77^-^#3) o 
3 4 7] 

jfcm-2-i 7] _ 

N _3_ (4-^no7x^) -N- 1 -77>-2->fWf^-4-^ 

[0 3 4 8] 
[ft 6 6 ] 



8 . 5 3 ( 



3 4 9 (M+H + ) ; «#B# 



(ft^ 



1-2-17) com^t 




[0 3 

-4-* 
1 H- 
d, J 



1 - 2 - 3 C fcB«W>»«#tt t W*«>*fln? N— (4-^07x^) 
h^->'fV7^^it7;v7 1 J;V75 y^rfflV^T^LTCo 

NMR (2 7 0MHz, CDCls) 54. 13 (3H, s) , 4. 64 (2H 
= 5. 3Hz), 6. 2 0 - 6. 3 3 (1H, m) , 6. 3 8 (1H, dd, J 

ffiSE# 2005-3011575 



#0 2004-063266 



^-v: 57/ 



= 3. 0Hz, 2. OHz) . 6. 6 0 (1H bs) . 7 . 1 3 ( 1 H , d , J - 8 
a 7 ) 7 33 (2H, d, J = 8. 9Hz , 7. 38 (1H, dd, J-l. 8 
Hz. o! 8H Z ) 3 , ( 7.'6l'(2H, d J = 8 9Hz) 8 18 (1H dd 
J = 8. 9Hz, 2. 4Hz), 8. 55 (1H, d. J = 2. 4Hz), 9. 74 (1 
H, b s ) o 

ESI 5 (LC/MS*yf-f^-K)n./« 3 8 5, 3 8 7 (M+H+) 
H 3. 0 8^(l«^7f^77^-W##3) o 

[0 3 5 1 ] 

K^l-2-18]^^^ _ n _^ (2 _ tKn ^^^, >} _^ 

[0 3 5 2] 




o 

r 0 3 5 3 1 

o 

isiaC/MS^f-f^-K) m/E 3 9 3, 3 9 5 (M+H+) ; «^R» 
H 2. 4 455- (li5M#^n^ ^9 7^ -<^#^3) 0 

dfy-'f V 7^7 5 F (>ffc^ 1-2-19) ^11 
[0 3 5 6] 

Mb 6 8 ] 




mm 1-2-3 igc ™«o«t*ttfcra*«»^^N- (4 -j "J*^ 

i H-NMR (2 7 0MHz, CDC Is) 9 2. 51 (2H, t. J - 5. 5 Hz) 
, 3. 5 3 (2H, dd, J = l 1. 2 Hz, 5. 5 Hz) 4. 12 ( H . a) . 6 
. 89 (1H, bs) , 7. 12 (1H, d, J = 8. 6Hz) 7. 3 3 (2H d 
j = 8 . 9Hz) , 7. 63 (2H, d, J = 8. 9Hz) 8 15 ( H dd J 
= 8. 6Hz, 2. 3 Hz) , 8. 58 (1H, d, J = 2. 3 Hz) , 9. 74 (1H 
, b s ) o 

E l SI(LC/MS^^-F) m/ Z 3 7 6, 3 7 8 (M+H+) ! «** 
fM 2. 6 3 7> 4 -<D&&3) o 

[0 3 5 9] 

ffiiE# 2005-3011575 



#12004-063266 



^-v: 58/ 



CI 



4 [ **^:3-N- ] (4-^n7x,;v) -^V7^ $ F (Ml-2-2 0 

) ©IS 

[0 3 6 0] 
m 6 9 ] 

o o 

[0 3 6 1 ] 

[0 3 6 2 ] 
[<t 7 0 ] 




0 2 N 




S-4) 1 50gi:N N ->7fMW7?F0. 0 5 m L * V lr n n * * > 1 5 
0mL C»»U OuiiPLfco i<7>«^-m>fk^^^-V;V0. 8 7mL*£UTo 

T _, J> 0 9 4 gkN, N-yMV7°ot>xf)V7ry3. 57mL*v*n 
^-*AtK«1 0 OmLait«l^«U 7jc|^nn^5 0mL c2 

_l uuy:z _- )V) -4-ihn-fV7^>^fJH. 8 2g (8 1%) *#fco 

^H-NMR (2 7 0MHz, CDCls) 54. 00 (3H s) 7. 36 (2H 
d, J = 8. 9Hz) , 7. 55 (2H, d, J = 8. 9Hz) , 7 6 6 (1 H, b 
s) , 8. 14 (1H. d. J = 8. 6Hz) , 8. 2 5 - 8. 2 9 (2 H, m) „ 
[0 3 6 5] 

EI (*7f^?-F) m/z 3 3 4 (M + ) o 
[0 3 6 6] 

73^n-3-N- (4-^nn7x^) -^V7^?5h*Ol* 
[0 3 6 7] 
Hfc7 1] 



1 ° 3 (5 I \ v * - 2 - - h u#a*m (CAS fi»* 17 6 1 4 3 -3 




[0 3 6 8] 



ttt«E# 2005-3011575 



#H 2004-063266 



: 59/ 



Omg^TW^-T^;- 1 0 m L fc«F# $ ^ RS#3£ *£Mff L feft, 

(4-7no7x^) ->f V 7* 9 5 K4 8 m g (23%) *# 

[0 3 6 9 ] 

1 H-NMR (2 7 0MHz, DMSO-de) 57. 45 (2H, d, J = 8. 9H 
z ) 7. 72 (2 H, d, J = 8. 9Hz), 7. 83 (IH, b s) , 8. 16-8 

2 6 (3H, m) , 8. 3 9 (IH, b s) , 11. 0 0 (IH, b s) „ 

ESI aC/MS#yt^^F) m/z 3 2 0, 3 2 2 (M+H + ) ; 
nj 3. 0 0*(«^^^77^-^Do 
[0 3 7 1 ] 

4 [ ?7;)-3-N- ] (4-^n7x^) -^77^7? K «frfr»U - 2 - 2 1 

) <DW& 

[0 3 7 2 ] 
[ it 7 2 ] 



Wl-2-20tfW:4-->n-3-N- ( 4 - 9 n n 7 * -^Y" 7 
*7 § F4 6mg^^-^7mLi:«H, iWitCiftS^l Omgfcttlx.. 

jjlETWUfc. »fc*LfcH*tt±. ttffiT*0*U 4-75/-3-N- ( 4 - ^ n n 7 
^ - ;V) -^;7?75F41mg (99%) fc&fco 
[0 3 7 4] 

1 H-NMR (270 MHz, DMSO-de) 8 6. 73-6. 76 (3 H m) , 
7. 0 7 (IH, b s) , 7. 4 1 (2H, d, J = 8. 9Hz), 7. 6 4 (IH b 
s) > 7 _ 5i_7. 76 (3H, m), 8. 17 ( 1 H, d, J = 2. 0Hz), 10 
. 2 4 ( 1 H, b s) o 
[0375] 

ESI (LC/MS*vtO^-K) m/z 2 9 0, 2 9 2 (M+H + ) J 
ffl 2.7 8^ (|»nvF^7 7^-^frl) o 
[0 3 7 6] 

4 _^nn-3-N- (4-^no7x^) -^77^7^ (Ml-2-2 2 

) ©IS 
[0 3 7 7] 
Hb7 3] 




ffi|E# 2005-3011575 



#11 2004-063266 



60/ 



*-tfc>csiii 9 - 9 l -r*» fb fr/- 4 -T5 J- 3 -N- ( 4 - * n o 7 x -;V) ->fV7 




AtlWU. ***** »^ f - ;V ^' #L £L I t?« font 

^ISM^#^n-7>^77^-^«^/^^^^^^ (m i c r oma s stt*cZMD 
) *3**5ilL, *ET**U 4-^n-3-N- (4-*uu 

7i-;v) -/f 77^55 K 1 lmg (4 1%) £#fco 
[ 0 3 7 9] 

^ H-NMR (2 7 0MHz, CDs OD) 9 7. 3 7 (2H. d. J = 8 . 9 H z ) 
, 7. 63 (1H, d. J = 8. 2Hz) , 7. 69 (2H d J = 8. 9 U z) , 7 
. 9 7 (1H, dd, J = 8. 2Hz, 2. 3Hz), 8. 0 7 (1H, d. J -2. 3 
H z) o 

E l SiaC/MS*yf^^F) 3 0 9, 3 1 1 (M+H + ) ; «#*W 3. 
[0 3 8 1 ] 

[HJfcfil 1-2-23] ^ fjuz^Un 1 O 9 9 

) 

[0 3 8 2] 
Ut 7 4 ] 
Br 

H 



CI 





10 3 il 1 i_2 2^B«^m^ffitIWI#^^ 4 - T5/ - 3 - N - ( 4 -^ n 



n?x~;v) -^77^75KJ:W-i*^M^- 

i H-NMR (2 7 0MHz, CDs OD) <5 7 . 3 7 (2H, d, J = 8 8 Hz) 

7 6 8 (2 H. d, J = 8. 8Hz) , 7. 80 (1H, d, J = 8. 2Hz) , 7 

'. 8 8 (1H, d, J = 8. 2Hz), 8. 0 2 (1H, b s) „ 

ESI 8 (LC/MS*yf^^F) m/z 3 5 3, 3 5 5 (M+H + ) I 
m 3. 0 0£- (iH»n^^9 7^-«l) o 
[0 3 8 5] 

mnm 1-2-24] 

[0 3 8 6 ] 

m 7 5 ] 




[0 3 8 7] 



ffifiE# 2005-3011575 
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^-v: 61/ 



-xf;V)-4-^^>^V7^7^F(Wl-2-A0l)« p 

^aC/MS*7^^F) m / Z 4 4 1, 4 4 3, 4 4 5 (M+H+ ) 
; £3$f$ft 3. 36* (*jS«t#^ b^77-f -OfcfF 1 ) o 
[ 0 3 8 9] 

N s _ (4 -/n*-2-7nn-7x-;H -N 1 - ( (S) - l-^n^/^f 

10 3 9 0] 
lit 7 6 ] 




^ 7i - jV ) _4_^b^y^77^;Vtt (S) - ( + ) -2-T^^-3 

E 0 SI 9 (LC/MS^rO^F) m /z 4 6 9 , 4 7 1 , 4 7 3 (M+H+) 
;i%nm% 3. 6 7^(S»^f^77^©^ftl) o 
[0 3 9 3] 

mmm 1-3-1] .^v/v^^KtM 

^ 1 - 3 - 1 ) <D9M& 
[0 3 9 4] 




[0 3 9 5] 

ICS A 

2-8) 

[0 3 9 6] 
Mb 7 8 ] 

I 

o 



CN 



4 0 7 5 7-1 




1 ° 3 1 1\ _ ! i S ATi«U: 5-^-2-^ h ******* 2 9 . 3 

{±iiE# 2005-3011575 



#M 2004-063266 



^-v: 62/ 



g N-^^tvi*T^ F**k™*Lfc* BSW^W^Wtft. f 

^lIS ;«m^J4t. wKiwm***^**^* **** 

^^f-;v J .-x;ve»b/.o »**LfcH#»i. iiiffTl^iU 5-^7^-2 % 

^if^f;V13. 5 g (4 2%) ttSW^^tJiL^ * 

^f^fivx-f;v^l : 1 »*»*-c«s»«, «STR»U 5-vT7-2 

^H-NMR (4 0 0MHz, CDCls) S3. 92 (3H s) 3 9 8 (3 H 
s) 7. 06 (1H, d, J = 8. 6Hz), 7. 76 (1H, dd. J-8. 6H 
z, 2. 3Hz), 8. 11 (1H, d, J = 2. 3Hz) 0 

islac/MS^-f^-K) m/z 192 (M+H + ) !§»PI 2. 
5653- (SWn7K7 7^-«lftDo 
[0 4 0 0] 

f?HK*Wy7*?5>*©iia (CAS»***: 8 9 3 6 6 - 4 1 - 6) 
[0 4 0 1] 
MIS 7 9 ] 



I 

o 




F 2 4mL«L 1 > U 2 mL *in J * Q 8 0 4 t*IW + 

SrsiflSH^Ji*ETK«b, 6-^WV7*^>tl. 3g (6 3 96) * 



i h-NMR (4 0 0 MHz, DMSO-de ) S3. 8 9 (3H . s) ,7. 18 

1 H d , J = 8. 6Hz) , 7. 28 (1H. bs), 7 9 7 (1 H, b s ) 8 

0 2 (1H, dd, J = 8 . 6 Hz, 2. 3Hz), 8. 18 (1H, d, 1-2. 3H 
z) , 12. 8 0 (1 H, s) o 

E^aC/MSW-f^-Fjn/* 196(M+H + ) ;«fl 0. 
5 553- W^^^77^«l) o 
[0 4 0 5] 

m i - 3 - 1) <*>sis*t 

[0 4 0 6] 

ffi§E# 2005-3011575 



mM 2004-063266 



^-v: 63/ 



Ut 8 0 ] 




-*^5K) (1. 24mmol/g) 2 0 2mgKgBtiSU6^H f 
WV7?7r^N, N-^W^T5Fi$(0. 2 5**) 0. 5mL, 

^>>/>i;TV-;v-i-^--^i7jcfn%oN, N-^w^rs?#t (o. 2 

5M) 0. 75mLW4-^2-7^n7^V20m g ^oJ%p 

4mmol/g) 2 13mgWN, N-^f^A7?K0. 5mL*Jnx.. » 

Lfco #**LfcSMfc*W a t e r 8 tt»9 9 6 - 6 0 0 E^RWa»^^ J ^ 7 * 
-m^OnvX (mi c r oma s sttlZMD) *fflv^#»b * 3-N- ( 

[0 4 0 8] 

ESI (LC/MS#y'tO*€-F) m/z 3 6 7. 
[0 4 0 9] 

[HJfeflfl 1-3-2] _ „ 

3-N- (2, 3-^OD7x-;V) -4-^>^r'>-fV7^7> > 

-2) ©SI 
[0 4 10] 

Ht 8 l ] 



3 6 9 (M+H + ) ; 



(Ak&m 1 - 3 




El'l (LC/MS^r.7^K) m/z 3 3 9, 3 4 1, 3 4 3 (M+H+) 
; 3. 245- (SS»^v h -<7)#fM) o 

[0 4 12] 

[l&ttfll 1 - 3 - 3 ] , „ 

3 _ N _ ( 4 -^n-2, 5-^F^>7x^) -4-^^rv07^7^ 

1 - 3 - 3 ) ©M5t 
[0 4 13] 



ffl|E# 2005-3011575 



#11 2004-063266 



: 64/ 




NHo 



ESI (LC/MS^f^t-F) m/z 3 6 5, 3 6 7 (M+H > , «3« 
m 3 . 0 9 (W3&ifc#* -<7>^# 1 ) o 

[0 4 151 

1-3-4) OfSBt 
[0 4 16] 
lit 8 3 ] 




O 

ESI (LC/MS^^-F) m/ Z 319, 321 (M+H+) ; «*« 
IB) 3. 2 35- (SlE#^nvh777^-^frl) o 
[0 4 18] 

4^^-3-N- (2-F>J7W^^7x,;V) ^V7^95K (ft* 

m i - 3 - 5) om?t 

[0 4 19] 

Ufc 8 4 ] 




ESI (LC/MS^f-f^-K) m/z 3 5 5 (M + H + ) 3. 
2 2 53- ^77^ 1 ) o 

( 5 , 6 , 7 , ! -TV« r »t7»V,-l-0) .V 

7^95 F (ftl^J 1 - 3 - 6 ) 
[0 4 2 2] 

ffi|E#2 005-3011575 



£j#M 2004-063266 



^-v: 65/ 




iki \ - 3 - i is c ifc ra*«>*ftn? 6 " lif ? ^ v 7 ^ 7 5 ^ 

EST (LC/MS^^-F) m/« 3 2 5 (M + H + );ftW 3. 
2 1 53- (SW#^ n-^ b V? -7 J -<D&ft 1 ) o 
[0 4 2 4] 



Sit 



[0 4 2 5] 
Kb 8 6 ] 




ESI (LC/MS^f^^F) m/z 3 0 5, 3 0 7 (M+H + ) , 
M : 2 . 9 5* D7f?'77^ 1 ) o 

[0 4 2 7] 

[Hi6M8l 1 — 3 — 8] , ^ , » , . >. 

3_ N _ ( 2 -7^n-3-HJ7JVtn^iV7x^) - 4 h * vf >> 7 * 

Mfc-frW 1 - 3 - 8 ) <DW3k 
[0 4 2 8] 
[ft 8 7 ] 




^ \ i 3 _ i i S c Kfi«w>«*ff ft fc m*«>*fl^ 6-^^wv7^ry 

til aC/MS*y««-K) m/z 3 5 7 (M+H + ) ; IHtWN 3. 
[0 4 3 0] 



[0 4 3 1 ] 



HilSE# 2005-3011575 



#11 2004-063266 



^-v: 66/ 




o 

EsfaC/MS^f^^F) m/ Z 311 (M+H + ) SftlWI 3. 
10* (^«#^n-7 h 7 ^ -co^ 1) o 
[0 4 3 3 ] 

[0 4 3 4] 
[lb 8 9] 



) (DW : 



.NHL 



ESI (LC/MS^t^^F) m/z 301 (M+H + ) ; 3. 
[0 4 3 6] 

[^#S#|J 1-3-11] UY4*m 

1-3-11) Otli& 
[0 4 3 7] 

Mb 9 o] 




o 

1 ° 4 i -3 - 1 IS C KlifcoMtfFtfc k W#©»ffC 6-^WV7^?> 



ESI (LC/MS^f^^-F) m/z 319, 321 (M+H ) , 1*3W 
|Q 3. 9 8* («^n-7H*7 7^-«l) o 
[0 4 3 9] 

3 2-7^1n7i-JV) — 4— ^ l-^y^f V7^55 K «b*«l 1-3-12 

) aSBS 
[0 4 4 0] 



miHf 2005-3011575 



#EI 2004-063266 



^-v: 67/ 




o o 

ESI (LC/MS*"yN^-F) m/z 2 8 9 (M+H + ) , flMWIW 2. 
[0 4 4 2] 

3?N- Jl (2-;i^7^-;v) -4-*>*WV7*?*K (^1-3-1 

3) <75®7t 
[0 4 4 3] 
[ft 9 2 ] 




ESI (LC/MS^NT-^F) m/z 3 13 (M+H + ) , 2. 

) wlil 

[0 4 4 6] 
[ft 9 3 ] 




ESI (LC/MS^f^^K) m/z 3 4 9, 3 5 1 (M+H ) , 
HQ 2. 955- n-r -Ofctt 1 ) ° 

[0 4 4 8] 

i-3-i 5 ) ©*b£ 

[0 4 4 9] 

mtiE# 2005- 3011575 



#11 2004-063266 



^-v: 68/ 




ESI (Ic/MS^r^^K) m/z 317 (M+H+ ) ; ftttttNl 3. 
0 2 55- (SJ6»#^ n-r h ^9 7 -f 1 ) o 

[0 4 5 1 ] 

3 _ N _ (2-^nn-5-f'J7^n^f^7x-)V) - 4 - * b * ✓ 4 ^ 7 * 7 

5 K (jh^ 1-3-1 6 ) <DM:& 
[0 4 5 2] 
[4b 9 5 ] 




„ O 
CI 

il« 1 - 3 - HgCi:E««gM^P»6 - > ^ Hv7 ^ r/ 

ESI (LC/MS^'r^^F) m/z 3 7 3, 3 7 5 (M+H ) , 
ffl 3. SO^WI^^^^^O^Do 
[0 4 5 4] 

3_N- (2-^n-4-7Hn-5->Wx^) - 4 b * W 7 7 * 
55K (4k^% 1-3-17) 
[0 4 5 5] 
[4b 9 6 ] 




H 



[ 

it 

E 



[ 

c 

3 - 
- 1 



* 4 , 5 0 6 

2 -7nn-4-7)Vtn-5-^f^7^'i y^fb^J&Lfco 
SI (LC/MS*vrO^-F) m/z 3 3 7, 3 3 9 (M+H ) 
3. 2 1* (|ta«^nv>^97'f-^fl : l 
0 4 5 7] 



8) 



ah 



[0 4 5 8] 



ffifE# 2005-3011575 



#SI 2004-063266 



^-v : 69/ 




ESI (LC/MS^y^^-F) m/z 331 (M+H + ) , «*M*W 3. 
435- (S5M#^a^ >^57^ -co^# 1 0 
[0 4 6 0] 

1 9) <7)H 
[0 4 6 1 ] 
HE 9 8] 




ESI (LC/MS*yf^t-F) m/z 3 6 3 (M+H + ) I «*N*W 3. 
[0 4 6 3 ] 

3?N - I (3, 3 4-Wf*7x-V) -4-^*'WV7«U' «t#* 1 - 3 

- 2 0) <£>t£5I 
[0 4 6 4] 
[ft 9 9 ] 




XXj 

i-3-iiic Kmmomm^m t mmam?* 6 -n^v7^5> 

ESI (LC/MS^f^7^K) m/z 2 9 9 (M+H + ) ;W1 3. 
0 1 # a ^^'77^ 1 ) o 

[0 4 6 6] 

4 [ *^i^-3-N- (4-h'J7^n.f;V7x^) (ft#* 
1-3-21) Oil 

mtE# 2005-3011575 



#0, 2004-063266 



^-v: 70/ 



[0 4 6 7] 
[ftlOO] 




^ o 

mm 1-3-118C t mnvm^ 6 -^^v7^^ 

ESKLC/MS^r.^K) m/z 3 3 9 (M + H + ) 3. 
0 9^ n-r h ?7 7 J -<D&ft 1 ) o 

[0 4 6 9] 

sTu.^mn^/ll, 4] V***>-6-<*0 -4-*h** 
/f V 7 ^ 7 5 K 1-3-22) <7>tei 

[0 4 7 0] 

[ftioi] 




o 



wbvo a-ytKn^l"/ [1, 4] j;**V^-6->f^75vmitK, 
ESKLC/MS^f^^F) m/z 3 2 9 (M+H + ) ;«F B 1 2. 

[0 4 7 2] 

4^-3-N-o->VMy7^5F (Ml-3-2 3) 

[0 4 7 3 ] 
m 1 0 2 ] 




o o 

ESI (LC/MS^^5*-K) m/z 2 8 5 (M+H + );fW 3. 
[0 4 7 5] 

3-24) 
[0 4 7 6] 

mtiE# 2005-3011575 



#11 2004-063266 



^-v: 71/ 




o 

mnw I - 3 - i IS c m*©*ffc-e 6-^KWV7^r, 

El'l (L^/MSm-f^-K) m/. 3 0 7 (M+ H + ) ; «tt *RQ 2. 
7 9^ (fcjSifcffc* n-r f777^ -eo&# 1 ) o 
[0 4 7 8] 

mmm 1-3^5^^^ _ 4 _^^v7^ ? f «b** 1-3-2 
5) <£>«ug 

[0 4 7 9] 

Hfc 1 0 4] 




O 

ESI (Ic/MS^fO^F) m/ Z 2 9 5 (M+H+) I ffi^l 2. 
8 9^ (SS«^n-7f-^77^-©*ftl) o 
[0 4 8 1] 

4 C«m-3-26]_ (3 _ bi; ^ vww ^ ;v) (ft** 

1-3-26) <7>St£ 
[0 4 8 2] 
lit 1 0 5 ] 




Sffitil 5-3-1 Xfl C CEt^tt^ WM*«>*f1^ 6-^*WV7^5> 
ESI (LC/MSm-f^-K) m/z 3 3 9 (M+H + ) 3. 
[0 4 8 4] 

3 [ *f (^^nnix^V) - 4 .^*WV7^5F (ft** 1 - 3 - 2 7 

) Oil 

[0 4 8 5] 



ffi|E# 2005-3011575 



#11 2004-063266 



^-v : 72/ 




o 



mm i - a - 1 x*mc p»«o«a*tt * n»© *fr? 6 -^^wv7^^ 

ESI (LC/MSW-f^-K) m/z 3 0 5, 3 0 7 (M+H ) 

7? F (Ifc-frW 1-3-28) O^Jt 
[0 4 8 8] 



HU 0 7] 




ESI (LC/MS^fO^F) m/z 3 5 7 (M + H + ) ;WPI 3 
[0 4 9 0] 

3-N- (2, 5-^b^>7i^) -4-^Kv^V7^7^ UCn^l 

3-29) 0$SB£ 
[0 4 9 1 ] 
[ft 1 0 8 ] 




r - 

ESI (LC/MS*vf^^K) m/ Z 331 (M+H + ) , ttttttR 2. 
8 9^ (SI»^vf^5 7^-^#l) o 

1-3-3 0 ) ^sat 

[0 4 9 4] 

fflfE# 2005-3011575 



#EI 2004-063266 



^-v: 73/ 



[4b 1 0 9 ] 




ESI (LC/MS*yf^t-F) m/z 3 4 3 (M+H + ) , **N*W 2. 

-4-^^V7,^K (ft** 

1-3-3 1 ) <OUt& 
[0 4 9 7] 
[ftllO] 




•Sli aC/MsW-f^-F) 3 0 6, 3 0 8 (M+HM ; fit»*H 2. 
7 7^ GS5M#^ 1 ) o 

[0 4 9 9] 

4?! J i;-3-N- ^V7WK (ft«l-3-32) Oft* 

[0 5 0 0] 
[ftllll 




llttft i-3-ii«c PStottJ* BM**>*ffc-c 6-^*WV7^5y 

ESKLC/MS^r^^F) 2 8 5 (M+H+ ) ;WI 2. 7 75M 
[0 5 0 2 ] 

[Hi&^IJ 1-3-33] s , . _ „ UVA , 

tJ 1 - 3 - 3 3 ) com^t 
[ 0 5 0 3] 



ffi|E# 2005-3011575 



2004-063266 



^-v: 74/ 



Hb i i 2 ] 




o 

ESI(LC/MS*vrO^-F) 3 15 (M+H+) ; 2. 7 9 5M 

1ft nvh^57^ - (D&W 1 ) o 

[0 5 0 5 ] 

75F MfrfrW 1-3-34) ©11 
[0 5 0 6] 
Htll3] 




ESI (LC/MS*yrO^-K) 3 6 9 (M+H+) ; «#H*m 3. 17*( 
1ft u-?Y?77 J - 1 ) o 

[0 5 0 8] 

3^f U'^'^^^x^) -4^KW77^U' «fc*» 1 - 

3-35) OftjS 
[0 5 0 9] 
[-ffc 1 14] 




inn i-3-i is c ra*o»ft-c 6 ->>wv7^?> 

ESI (LC/MS^W7^K) 33 1 (M+H+) ;Wfl 2. 7 7^( 
[0 5 11] 

1-3-3 6) 0»3£ 

ffi!E# 2005-3011575 



mm 2004-063266 



^-v: 75/ 



[0 5 12] 

m 1 1 5 i 




o 

Sttfl 1-3-1 Ig C KB*©*** ft k H*«>*fl^ 6->>WV7^5> 

^lll aC/MS^f.^-F) 319, 321 (M+H+) ; ftftM 3. 
1 8 53* ORMfl^ n-r 1 ) o 

[0 5 14] 

1-3-37) Oft* 
[0 5 15] 
[jtl 16] 




i-3-i ig c r^mom^m t ra**>»ffr* 6 ^kwv7^5> 

ESI (LC/MS*'yfO^-F) 3 3 5, 3 3 7 (M+H + ) , ftttttM 3. 
065- (SHSiMfc* a ^ h ^ 9 "7 W 1 ) o 

[0 5 17] 

) ©SBS 

[0 5 18] 
lit 1 1 7 ] 




O 



ittft 1-3-1 XS C k RM**>tfcfrc 6-^*WV7^5> 

m E SI ac%si441^-F5 321 (M+H + ) ; ft»M 2. 90,( 
[0 5 2 0] 

imMn 1-3-39] _ _ ,...„.. . . Q Q x 

h ^i/-3-N-^^ 1 J>-5--f;V-^ V7*7* F Uk^l-3-3 9) 



[0 5 2 1 ] 



mtE# 2005-3011575 



#11 2004-063266 



^-v: 76/ 




d o 

^|7 T (LC%S^?^V) 3 2 2 (M + H+) ;«*»» 2- 93, ( 
[0 5 2 3] 

M&#U 1-3-40] r^f^-ii; 1 - 

3-40) Wll 
[0 5 2 4] 
[4b 1 1 9 ] 




f ESnU/MS^^3H (M+ H + ) ; 2. 44, ( 

[0 5 2 6] 

[^f&f 9 1-3-41] „ c/^^a*, 

1-3-41) <7)$OI 
[0 5 2 7] 




mm i -3 - 1 is c Ktittoa**** * mrn^m^ B-^^v7^r/ 

ESI (LC/MS^vf^^F) 3 8 3, 3 8 5, 3 8 7 (M+H+) . «** 
jig 3. 3 9, («7n7H*7 7^-^D o 
[0 5 2 9] 

[^itfS 1-3-42] j;±wv7#9*K W^ftl 

1-3-4 2) <7>»afi 
[0 5 3 0] 

ffifIE# 2005-3011575 



SfcM 2004-063266 



^-v> : 77/ 




Ell (LC/MSm-f^-K) 3 8 3, 3 8 5, 3 8 7 (M+H+) iffiW 

m 3. se^daff^- 7 ^^ 7 ^^ 110 

[0 5 3 2] 

5 F (it&m 1-3-43) 
[0 5 3 3 ] 
[it 1 2 2 ] 




i i2^nn-4-H]7^n^^^VyHMU:o 

ESI (LC/MS^f^7^-K) 3 7 3, 3 7 5 (M + H + ) , «*SrM« 3. 
4 7^ nv^77^ - 1 ) o 

[0 5 3 5] 

[mm 1-3-44] 

3— N — (4-^no-2-7;vin7i-^) 
% 1 - 3 - 4 4 ) com^S 
[0 5 3 6] 



f^y^V7^7? F (jk-a- 




ilia i-3-iisc H**>*fln? 6 -^*wv7^5> 

ESI (LC/MS*yt^*-F) 3 2 3, 3 2 5 (M+H ) , UftWWIH ^- 

-45) OSSHS 
[0 5 3 9] 

tBSE#2 005-3011575 



#JH 2004-063266 



^-y: 78/ 




ESI(LC/MS^ff^-K) 4 2 7, 4 2 9, 4 3 1 (M+H+) ; «** 

-46) 

[0 5 4 2 ] 
[ftl2 5] 




ESI (LC/MS*vf^^-F) 3 3 9, 3 4 1, 3 4 3 (M+H+) , 
3. 325- Waft^nvf^?^-©^!) o 
[0 5 4 4] 

ait 

[0 5 4 5] 

m 1 2 6 ] 



) (Dm ... 




O 

*** l - 3 - i if c WM**>»«^ 6 -n^v7^r/ 

ESI aC/MSlvr^t-F) 32 1 (M+H+) ; «#l«m 3. 10*( 
[0 5 4 7] 

1-3-48) 

[0 5 4 8] 

miiE# 2005-3011575 



#11 2 0 0 4 - 0 6 3 2 6 6 



^-v : 79/ 




ESI (LC/MS^yrO^-F) 4 3 3, 4 3 5 (M+H + ) , 4SM#B#IB 3. 
6 2^ (««#^ ^77^ -0#=# 1 ) o 

\; ! ;^ ] - e , . - 2 - -r *) - 4 - ^ * •> -< v ^ , * k«« 

[0 5 5 1 ] 




III (LC/Ms5-^:«-F) 3 5 0, 3 5 2 (M+H+) ; «»*■ 2- 

[*« I'- 3 - 5 0]_^ y y _ 2 _„ y „„„ 

[0 5 5 4 ] 
lit 1 2 9 ] 




P3] 



[ ||Tac%S*-5^-V) 3 22 <M+H + > ;«»» H 2. 42* ( 



[0 5 5 7] 



m$E# 2005-3011575 



mm 2004-063266 



80/ 




[0 5 5 8 ] 

nm A 

5-V7/-2 
[0 5 5 9] 
lit 1 3 1 ] 



^ f^y^i»iS (CASfiff : 84923-71-7) 



o 




6 

[0 5 6 0] 



'fw/tftisufc. *^it«?*f ;; tit 

^H-NMR (4 0 0MHz, DMSO-de) S3. 91 (3H, s) . 7 3 2 ( 
1H d J = 8. 8Hz) , 7. 98 (1H, dd, J = 8 8Hz, 2. 0Hz) , 
8. 0 2 (1H, d, J = 2. 0Hz) , 13. 15 (1H. s) o 

E 0 s!aC/MSm^*-K)m/. 178(M+H+); «**N 1 
[0 5 6 3] 

[0 5 6 4] 
[ft 1 3 2 ] 




_A 0 n7-r/O. 9 5gtN, N - V ;V^f;l/7 * ✓ 2 1 m L * r h7 

2005-3011575 



mi 2004-063266 



^-v: 81/ 



7^D^>^7^i:^»fW *»*»« k t^^lIL,_ 5 - v r y - 
N- h ^-2-^D7x^) -2-* >*va^T, M 

. 3 7 g (9 0%) tftfco 

'h-NO (4 0 0MHz, DMSO-d.) »4. 1 3 (3H. s) , 7 4 8 ( 
? H h 1=8 8 H z) , 7. 75 (1H, d, J = 2. lHz),8.09UH 

d'd J i 8 8Hz, 2. 1Hz) , 8. 30 (1H, s) , 8. 37 (1H, d, 
J = 8. 8Hz) , 10. 4 1 (1 H, s) o 

ESI ([c/MSm^*-« m/z 3 7 1 3 7 3 (M + HM ; «** 
H 3. 54^ (|»n-7^77^-^tt2)o 
[0 5 6 8] 

[0 5 6 9] 
HU 3 3] 




i H-NMR (4 0 0MHz, CDs OD) S4. 1 9 (3 H s) 7. 3 U 
d J = 8. 8Hz) , 7. 35 (1H, d, J=8. Hz) , 7 . 50 (1H . 8 

) 8 12 (1H, dd. J = 8. 8Hz, 2. 4Hz) , 8. 64 (1H, d, J- 

s! 8Hz) , 8. 72 (1H. d. J = 2. 4Hz) 0 

E l !iaC/MSlvf.^K)rn/ Z 3 8 9, 3 9 1 (M+H+) ; ff#» 
^ 3. 4 6^ (S«^7>^77^ -CO^l) o 




F 

ESI (LC/MS*yf^^-F) 4 17, 419 (M+H + ) . ftttttlH 3 . 5 
2 5> (SI»^?h^7 7^«l) 
[0 5 7 5] 

{BfE# 2005-3011575 



#11 2004-063266 



^-v : 82/ 



[ 0 5 7 6 ] 
[it 1 3 5 ] 




i -4 - 1 isb * i iris c * H**>*fi^ 

"es! ac/2s#^^*-K) 3 4 0 (M + H + ) ; MM 3. 02*.( 
[0 5 7 8] 

[Hi&^fl 1-4-4] ^i.*.*, >fv7*^3 F^Mt* 

3 _ N _ ( 3 -yn^-f'J v>- 4 ->f >V) -4-* b^rv-'f ^?7. r 

[0 5 7 9] 
[jtl3 6] 




- 2 



ttttffl l-4-lIiB*i XKZM C i:BtolBI*ft n#o»ffC 5 - V * 

"m aC/MS^i^F) 3 5 0, 3 5 2 (M+H+) ;ftWH2. 0 

[0 5 8 1 ] 

[#SM1?!i 1-4-5] . ^ = 5 

[0 5 8 2 ] 
[-fk 1 3 7 ] 




iffilfl i-4-ii8Bij; xfunc Kum^m^m t mk<Dm?-c 5 - ~>r j - 2 

EslaC^Sm^W) 3 3 2 (M+H+) ; MM 2 . 94^ (ft 

1 ) o 

[0 5 8 4] 

[HdffeMl -4-6] 

2005-3011575 



#11 2004-063266 



^-v: 83/ 



[0 5 8 5 ] 
[ftl3 8] 



H 

s-y n 





"esT (LC/MS^««-K) m/z 3 2 8 (M+H+ ) ; 2. 
7 7^ (^ilfR#^ 07^77^- 1 ) o 

; i ; I V * 7 x V - 3 - ^ > - 4 - * h * W V ^ * T , K CU 
[0 5 8 8] 
Mb 1 3 9 1 




mm \ -4 - i b * * ore c KB**)*** tfc k rm*©*^ 5 - v r y - 2 

ESI (LC/MS^r^^F) m/z 319 (M + H + ) . «»B*W 2. 

yXr 5 K (ib-» 2 - l - 1 ) 
[0 5 9 1 ] 
[4b 1 4 0 ] 




[0 5 9 2 ] 

J?7n*-l-> h**-2- [ (E) -2- (4-HJ7^n^ b**?*^ 

[0 5 9 3 ] 
Hb 1 4 1 ] 




ffifSE^ 2005-3011575 



#H 2004-063266 



^-v: 84/ 



[ 0 5 9 4] 

6 0 % * -i frWAfo*^ fJ^A2 0. 5 m g £ n - > "Cffiifclfc, f f 7 t F 
n77>2mLCiS?^ito i©ISI(: ( 4 - h U 7 n * h > V )V) *X 

* ^fyxfil' 0 . 1 3 m L £MSt«*7jc^TTtnx^^ 5 T^fTOIfcit^L/to - O 
r^^R^^^Jc^^-C^bs 5-7*n^-2-^h^y^^X7iVfHK (CAS3B1 

: 25016-01-7)0. lg *iM*-tz 0 Kfcm&WL* mux 6 ^mmwvfz 

£B*#$lt Ltffl^SIL, 4-7D€- l h^v- 2 - [ (E) - 2 - (4-f'j7 
Wn^^y7i-^) fcf~;l/] ^?>-tf > 1 5 2 m g (8 8%) £#7c 0 
[0 5 9 5 ] 

1 H-NMR (4 0 0MHz, CDCls) 53. 87 (3H, s) , 6. 77 (1H 
, d, J =8. 8Hz), 7. 05 (1H, d, J = 1 6. 1 H z) , 7. 19 (2H, 
d, J = 8. 3Hz), 7. 34 (1H, d, J = 16. 1Hz), 7. 34 ( 1 H, d 
d, J = 8. 6Hz, 2. 4Hz), 7. 52, (2H, d, J=8. 8Hz), 7. 6 
7 (1H, d, J = 2. 4Hz) 0 
[0 5 9 6 ] 

E I M S m/ z 3 7 2 , 3 7 4 (M + ) 0 
[0 5 9 7] 

XflB 

4 l-3f->- 3 - [ (E) -2 - (4-H)7;Vtn^ Hy-7i-*) bf-;V] 

[0 5 9 8] 
lftl4 2] 



I 




[0 5 9 9] 

1 - lXfID^|B«gO^^fc|Wl#C0^-eX@AT^#^^^4-7'D^- 1 

2 - [ (E) - 2 - (4 - h 'J yfr-fru * f^->7i-Ji/) tf-;V] ^>-*f 

[0 6 0 0] 

1 H-NMR (400 MHz, CDCls) 3 3. 95 (3H, s), 6. 94 (1H 
, d, J = 8. 8Hz), 7. 09 (1H, d, J = 16. 6Hz), 7. 21 (2H, 
d, J = 8. 8Hz) , 7. 33 (1H, d, J = 1 6 . 6Hz), 7. 54 (2H, d 
, J=8. 8Hz), 7. 55 (1H, dd, J = 8. 8Hz, 2. 0Hz), 7. 83 
( 1 H, d, J = 2. 0 H z) o 
[0 6 0 1 ] 

E IMS m/z 3 19 (M + ) 0 
[0 6 0 2 ] 
XHC 

4-^h d rv-3- [ (E) -2- (4 - h 'J 7Jls*u* ^y-7x-JV) 
^>X7 5 V {tt&m 2 - 1 - 1 ) 0|R$l 
[0 6 0 3] 



mm 2005-3011575 



#11 2004-063266 



^-v: 85/ 



[it 1 4 3 ] 




_ 3 _ [ ( E ) - 2- (4-HJ7)Vtn^^fy-7x-JV) h ;^ 

^H-NMR (4 0 0MHz, DMSO-de) 53. 92 (3H. s) • 6 ^3 ( 
1H. d. J =8. 8Hz), 7. 17 (1H. d. J = l 6 6 Hz) , 7. 0(2 
H d J -8. 5 Hz) , 7. 4 1 (1H, d, J = 16. 6 Hz) 7. 5 5 (2H 

' df jig. 8Hz) , 7. 70 (1H. dd. J = 8. 8Hz, 2. 4Hz) , 8. 
09'(1H, d, J = 2. 4Hz) o 

EsS°aC/MSm^*-F)m/. 3 3 8 (M + HMi#W 2. 
91^ (lSa«#i ,t, ' 7 ^9 7'f-0*fl : 2) o 
[0 6 0 7] 

[3S*ft0J 2 - 2 - 1 ] r , F] _ 2 _ (4 _ f ,j 7 ;Hn^^y 

-y \£~fr] ^>XT?F 2 - 2 - 1 ) *>»3t 

[0 6 0 8] 
[<b 1 4 4 ] 




[0 6 0 9] 

ISA 

4 - * V * i/ - 3 - 

[0 6 10] 
[ft 1 4 5 ] 



[ (E) -2- (4 




•SitaHaau. ^**^ *«w*<BrtD«*52#u 5** 

m«E# 2005-3011575 



112 004-063266 : 86/ 



^-;v) Tf-^] ^l,#m^^^5. 5g (9 0%) Ztet-o 

^H-NMR (4 0 0MHz, CDCls) *1 4 1 (3H t J = 7 . 1 H z ) 
,3.95 (3H, s) , 4. 39 (2H, =7. 1Hz) 6. 79 (1H d 

J =8. 6 Hz) . 7. 17 (1H, d, J = 16 6 Hz) 7. 2 0 (2H d 
J = 8. 8Hz) ,7.41 (1H, d, J = 16. Hz , 7 5 6 (2 H, d J 
= 8. 8Hz), 7. 9 7 (1H, dd, J = 8. 6 Hz, 2. 4Hz), 8. 2 7 (1 
H, d, J = 2. 4Hz)o 

E^aUsm^^Kjm/. 3 6 7 (M+H+) ifcWWW 4. 

[0 6 14] 

I 1 7 f ^3- [ (E) -2- <4-HJ^*n*>**:7^A0 ^;V] « 



[0 6 15] 
[ftl 4 6] 




llll,i\*L^ A - * Y**s-3- [ (E) -2- (4-PJ7W^ 
V 1 6mE*5tL i oJ« 8 0 ^ 2 M 

, E«flC^±«ETt«U 4-* >*v-3- [ (E > "2 (4 
^^7i-JH e-/U]*A«4. lg (9 9%) **fco 

> l H-NMR (4 0 0MHz, CDCls) .3. 9 8 (3H, s) 6 9 7 (1 H 
, dj J = 8. 8Hz), 7. 19 (1H, d, J = 16 6 Hz) , 7. 2 1 (2H 
d, J = 8. 3Hz) , 7. 42 (1H, d, J = 16. 6Hz) . 7. 57 ( H d 
/jig. 3 Hz) , 8. 0 4 (1H, dd, J = 8. 8 Hz, 2. 1Hz) , 8. 3 4 
'(1 H, d, J = 2 . 1Hz) o 

ESiaC/MS^rO^-K) m/z 3 3 9 (M + H + );f^ 3. 
885- (|IIPn7^'77-f-^l)o 
[0 6 19] 

N-i/^ n^>-f-;v- 4 h 3 - L W z ^ 4 1 
_-7^-;v) If-*] ^/XT5K (ft£-«j2-2-l) 
[0 6 2 0] 



t±iliE#2 005-3011575 



mm 2004-063266 



^-v I 87/ 



[it 1 4 7 ] 




1 -I - 2 IiC PWO*ttkW»^ *** 2 - 2 - 1 X@ B*** 

[ 0 6 2 2 ] 

i H-NMR (2 7 0MHz, CDs OD) H. 5 2 - 1. 7 2 (4 H m) > , 1. 

7 2 - 1. 8 8 (2 H. m) , 1. 98-2. ll (2H, m) . 3. 95 (3H. s) 
4 . 2 5 - 4. 4 0 ( 1 H, m) , 7. 0 6 (1H, d, J = 8. 6 H z) , 7. 2 6 

' ( H d T = 8 9Hz)', 7. 28 (1H, d, J = 16. 9Hz) , 7. 49 ( 
1H d T = 16 9Hz 7. 64 (2H, d. J = 8. 9Hz) , 7. 77 (1 
H dd! J = 8 6Hz, 2. 3Hz) ,8.13 (1H. d. J-2. 3Hz) . 

isi aC/MS^f.^F) m/z 4 0 6 (M + H + ) ;WFI 3. 

8 9^ (MW 3,7 ^ 97 ^^^ ° 

4 [ *^^-N- ] ^;V-3- [(E) -2- (4->y7,*n^*V7x„ 
) _tr-^] _^>XT5F (4b^%2-2-2) <7>Mt 

[0 6 2 5 ] 
[ftl4 8] 




*£m -2 -2ISC fct«*^W*^*^ *** ?7 2 - lit B*#* 
^4-^ h*~>-3- [ (E) -2- (4-VVmn> K^x-^) 

iH-Sii (2 7 0MHz, CDsOD) .2. 9 2 (3H s) 3 9 6 (3 H 
^ 7 0 8 ( 1 H d. J = 8. 9Hz), 7. 26 (2H, d, J-8. 5Hz 
\ V 2 6 ( d = 6. 8Hz) , 7. 49 (1H. d, J = 16. 8Hz 

] ' \. 63 (2H, d! J = 8. 5Hz) , 7. 76 (1H, dd, J = 8. 9Hz, 
2. 3Hz), 8. 12 (1H, d, J = 2. 3Hz) 0 

ESiaC/MS^f.^K) -/ Z 3 5 2 (M + H + );WI 3. 

) /<>X75K (ft£*2-2-3) Of4« 

[0 6 3 0] 

ffif» 2005-3011575 



#11 2004-063266 



88/ 




[ 0 6 3 1 ] 

'S-NMR (2 7 0MHz, CDs OD) H 2 4 (3 H, t. J [ = j r 2 Hz) 
, 3. 42 (2H, a, J = 7. 2Hz) , 3. 96 (3H s) , 7. 07 (1H. 
d J = 8. 6Hz) , 7. 26 (2H, d, J = 8. 6Hz , 7 2 7 H, d, 

= 6. 5Hz) ,7.49 (1H, d, J-16 5Hz) 7 6 4 ( H . d, 
J = 8. 6 Hz) , 7. 7 7 (1H, dd, J = 8. 6 Hz, 2. 3 Hz) , 8. 13 i 
1 H, d, J = 2. 3 H z) o 

ill ac/MSm^*-K) m/z 3 6 6 (M + H + );f« 3. 

5 5^ (St*^ 0-7 ^^ 7 ^"*^ ° 
[0 6 3 4] 

N -^nynE>-4-> h^v-3- L (E) 2 
7j .-;v) -tf-;V] -^>X7U' 2 - 2 - 4 ) *5*bt 

[0 6 3 5] 




^Sf-ih^v-3- [(E) - 2- 
^Jl>#^t v ^ n y° n if ;v T 5 > h L tfi o 

^H-NMR (2 7 0MHz, CDs OD) ' 0 5 9- 0 7 0 (2 H m) 0 
7 6 - 0. 8 9 (2 H, m) , 2. 7 8 - 2. 9 0 ( 1 H, m) , 3. 9 5 (3 H s) 
7 06 (1H d, J =8. 6Hz),7. 25 (2 H, d, J = 9. 0Hz , 7 
9 "fi f 1 H d J = 1 6 5 Hz) , 7. 4 8 (1H, d. J = 16. 5 Hz) , 7 
* 64 (2H. d', J J = 9 0Hz)!'7. 76 <1H. dd, J-8. 6Hz, 2. 3 
Hz) , 8. 11 (1H, d, J = 2. 3Hz) o 

maC/MSW-f^-KJm/* 3 7 8 (M + H + ) MWI 3. 
55^ («^n-7H"77-f-Oiff3) o 
[0 6 3 9] 

i; '74n^4^i^V) -^;V] -^X7U' «fc**2-2-5) *>*£ 
[0 6 4 0] 

mSE# 2005-3011575 
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^-v: 89/ 



Htl5l] 




[ 0 6 4 1 ] 

mMW 1-2-2 JMC KvSM 
flfz 4-^ - L (E) 

$IfiJ: 2-7^-1-^ > 
[0 6 4 2] 

1 H-NMR (2 7 OMH z , 
3 8 (3H, s) , 3. 4 0-3. 
-4. 2 5 (1 H, m) , 7. 0 
, J = 8. 5Hz), 7. 28 ( 
J = 1 6 . 9 H z) , 7. 64 ( 
J = 8. 8Hz, 2. 3Hz) , 
[0 6 4 3 ] 

E S I (LC/MS*yr^7 
7 2 53" n-r > ^"7 7 

[0 6 4 4] 
[H»J 2 - 2 - 6 ] 
N- [2 - 

[0 6 4 5] 
m 1 5 2 ] 



& fc ra»o»f^t?, 2-2-1 I@B« 
_ 2 - (4 - 7^°^ l^^" 7 " tf-;v] 
* */ 7 9 >*^ltf: 0 

CDs OD) 5 1. 48-1. 80 (2 H, m) , 3. 
. 5 6 (2H, m) , 3. 9 6 (3H, s) , 4. 1 0 
8 (1H, d, J = 8. 8Hz), 7. 2 6 (2H, d 
1H; d> j = i 6. 9Hz) , 7. 4 9 (1H, d, 
2H, d, J = 8 . 5Hz), 7. 7 9 (1 H, d d, 
8. 15 (1H, d, J = 2. 3Hz) o 

^-F)m/z 4 2 4 (M+H + ) ; 4fc#f$W 3. 

h ^v) -4-* >^r->-3- [(E) -2 

; V ] -/<yX75 F (jb^2-2-6) <Z>Mt 




[ (E) -2- -7x,.) 

islaC/MSm-f^-Kjm/* 4 2 6 (M + H + ) ;WFI 3. 
0 9t> (MS*^" 7 ^* 77 ^^^ ° 

3 [ ?T(E)"-2- ] (4-^n^^) ( 

it&m 2 - 2 - 7 ) *>»3S 
[0 6 4 9] 
{it 1 5 3 ] 




[0 6 5 0] 



ffi|E# 2005-3011575 
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^-v : 90/ 



3 — [ (E) 



mm 



[0 6 5 1 ] 
[it I 5 4] 




^H-NMR (4 0 0MHz, CDC1 3 ) 81. 4 1 (3 H t J = 7. 2Hz) 
, 3. 9 8 (3H. s) , 4. 3 8 (2H. Q. J = 7. 2 H z) 6 9 2 (1H, d 

J =8. 8 Hz) , 7. 15 (1H, d, J = 16 4 H z) 7. 3 2 (2H d 
J = 8. 8Hz) ,7.41 (1H, d, J = 16. 4Hz) 7. 47 (2H , d J 
= 8. 4Hz), 7. 95 (1H, dd, J = 8. 8Hz, 2. 4Hz), 8. 26 (1 
H, d, J = 2 . 4 H z) o 
[0 6 5 4] 

f?l(E) -2- (4-^nn7x^) tf^*] - 4 V^^-^A^- 
lO 6 5 5l 
[it 15 5] 




'S-NMR (4 0 0MHz, DMSO-de) 53. 94 (3H, s) , 7.15 ( 
1H, d, J = 8. 8Hz) , 7. 30 ( 1 H. d, J = 16 6Hz) , 7. 43 (2 
H, d, J = 8. 4Hz) , 7. 43 (1H. d, J = 16 6Hz) 7. 64 ( H 

d J = 8. 4Hz) , 7. 88 (1H, dd, J = 8. 8Hz, 2. 1Hz) , 8. 
2 o'(lH, d, J = 2. 1Hz) , 1 2. 8 (s, 1 H) o 

E l Sl(LC/MSm.^K) m / Z 2 8 9 2 9 1 (M + H+ ) ; ft»» 
R 4. 0053- («i«^n7f^7^^ftl)« 

3^(E) -2- (4-^n7x^V) if-*] - 4 -^^-^7U^ 



mm 



[0 6 5 9] 



ffi«E# 2005-3011575 
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91/ 



lit 1 5 6] 




1 H-NMR UOOMHz, CDC Is) ,3. 9 2 (3H. .) ^ ^ ^ 
d, J = 8. 8Hz) , 7. 30 (1H, d. J = 16 2Hz) , 7. 3 (2H 

d J = 8. 6Hz), 7. 4 3 (1H, d. 1 = 16. 2 Hz) 7. 6 1 (2H d 
jig 6Hz) , 7. 83 (1H, dd, J = 8. 8Hz, 2. 0Hz) , 7. 93 

'(1H. b r s) . 8. 2 1 (1H, d. J = 2. OHz) 0 

ESI aC/MS^,^F )m /z 2 8 8 2 9 0 (M + H+) ; «»* 
m 3. 4 8^ ®SWn7h^77^^ftl)o 
[0 6 6 2] 

3 [< *%"!2- ] (4-.nn7x^) -tf^*] - 4 -*>**-N-**-*- 
^yX7 5F (jb^2-2-8) ©f«fe 
[0 6 6 3] 
HU 5 7] 




imm 1-2-1 ie g * m**>*«^ 3 - [(e) - 2 - u - * 

"h-NMR (2 7 0MHz, CDCls) S3. 02 (3H I d. ; = 4 6 H z ) 
q 92 (3H s) 6. 16 (1H, bs) , 6. 90 (1H, d, J-8. ^ 
' ? 2 12 (1H d J -16. 1Hz) , 7. 3 2 (2H, d, J =8. 6H z 

f ' 7 . 7 4 0 2 (lH H d d 'jil6. 1Hz) , 7. 45 (2H d J-8. 6Hz) 
, 7. 6 5 (1H, dd, J = 8. 6 Hz, 2. 3 Hz) , 8. 0 1 (1H, d. J 
. 3 H z) o 

K l SI(LC/MSm,«-F)™/z 3 0 2 (M + H*);WH 3. 
[0 6 6 7] 



ffifiE#2 005-3011575 
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^-v : 92/ 




t H-NMR (2 7 0MHz, DMSO-de ) 5 1.14 ( 3 H J - 7 2 H 

z) 3. 30 (2H, dq, J = 7. 2Hz, 6 .9Hz), 3. 91 (3H , s) 

4 fc^.V^OH^V. 62 C2H, d. J-8. «H.) 7 80 
(1H, dd, J-8. 6Hz, 2. 3Hz) , 8. 16 (1H, d, J-2. 3 H z ; 
8. 4 2 (1H, b t, J = 5. 3Hz) o 

il\\Vc/us«vr<**-r) ■»/« 3.6, 318 (m+h* ) ; «#» 

[0 6 7 1 ] 
Hb 1 5 9 ] 




1 H-NMR (2 7 0MHz, DMSO-de) J . 4 2 - 1. 61 ( H, m) . 
1 61-1- 8 0 (2H, m) , 1. 8 0 - 1. 9 5 (2 H, m) 3 91 (3H, 

s) 4. 2 1-4. 2 6 (1H, m) , 7. 10 (1H, d, J-8. 8Hz) 7. 
9RMH d T = 16 5Hz) , 7. 43 (2H, d, J = 8. 5Hz) , 7. 4 
5 MH d jil 6 5 Hz) 7. 6 3 (2H, d, J = 8. 5Hz), 7. 8 1 
(1H dd', ] = S 8Hz, 2. 0Hz), 8. 14 (1H, d, J-2. 0Hz) 
8. 2 1 (1 H, b d, J = 7. 2Hz) o 

' E l SiaC/MS^.^F) m/. 3 5 6, 3 5 8 (M + H + ) ; ff* 
4. 2 0^(SS»D7f^7^^ff3)o 

[0 6 7 5] 



K ->-^X7? K (^%2-2 - 1 1) 
[0 6 7 6] 



ffi|E# 2005-3011575 



MM 2 004-063266 



: 93/ 




o 

•'h-NME (2 7 0MHz, DMSO-da) » 0.5 0 -0. 6 2 ( S !H . ») . 
0. 6 2 - 0. 7 8 <2H, m) , 2. 7 4-2 9 2 (IE, m) . 3. 9 1 (3H 

^ v l n M H d T = 8 . 7 H z ) , 7 . 2 5 ( 1 H , d , J - 1 b . a n z 
) S ' 7 . 7 4 (1H 'd jil6. 5Hz), 7. 44 ( 2 H d J - 8 6Hz > 

V. 6 2 <2H, d, 1 = 8. 6Hz) , 7. 78 ( 1 H dd J =8 7H z 2 

2Hz), 8. 12 (1H, d, J = 2. 2 Hz) , 8. 37 (1H, bd, J 4- 
OH z) c 

EUa'c/MS^f.^-K) m/z 3 2 8, 3 3 0 (M+H+ ) ; 
H 3. 829 Ba»i'n'?)i'"''- B * ft3) " 

[0 6 8 1 ] 
[ftl6l] 




i l 2-NMR (2 7 0MHz, CDs OD) *0. 9 8 (3 H, t, J = 6 . 6 Hz) 
1 4 8 - 1. 8 0 (2 H, m) , 3. 37 (3H s) , 3. 4 0- 3 5 6 (2 H 
\ o QA(q H s) 4 11-4. 25(1 H, m), 7. 05(1 H, d 
'T=8 6Hz/, HUH, d, J = H. 7 H z ) , 7. 3 3 (2 H d 
J = 8 . 5 H z ) . 7. 46 (1H, d, J = 16. 7Hz) 7 51 (2H d. J 
i 8 . 5Hz), 7. 78 (1H, dd, J = 8. 6Hz, 2. 3 Hz) , 8. 13 (1 
H, d, J = 2. 3 H z) o 

ESiaC/MS^r.^F),/^ 3 7 4, 3 7 6 (M+H + ) ; «** 
IB) 4. 02*(lW n ^^57^-«3) o 
[0 6 8 5] 

3 _ [ (E) -2- (4-^DD7x^) -N L2 U ^ u>ry 

ffi!E# 2005-3011575 



#M 2004-063266 



^-v : 94/ 



_^,V] -4-* Y*is-«>XTSY (M2-2-13) oKfc 

[0 6 8 6] 
HU6 2] 




^ 1 -I - 2IgCr^I^J:»t#-e3 - [ (E) -2- (4-* 

i H-NMR (2 7 0MHz, CD SOD) J 3 5 4 - 3 7 3 ( 8H , m) , 3. 
q p- r o H o 7 06 (1H, d, J = 8. 8Hz), 7. 23 U H, d , j 
?fi Hz V 34 ( H, d, J = 8. 2 Hz) , 7. 46 (1H, d. J = l 
6 8Hz) Z !V. 7 5 3 4 (2 H, d, J-8. 2Hz) 7 7 8 (1H. dd/J-8 
8Hz, 2. 1Hz) , 8. 13 (1H. d, J = 2. 1Hz) o 

B l0 s!aC/MSm^*-K)m/. 3 7 6, 3 7 8 (M+H+) iffiW 
iB^-l-Ym -2- <Wnn**=*> -^TO ( 

it&m 2-2-14) <z>shi 

[0 6 9 0] 




[0 6 9 1 ] 

T^n^e-3- [(E) -2- (4-^nn7x^) -ft* 



[0 6 9 2 ] 
1 6 4] 
Br. 




ESI (LC/MS^N^-F) 3 5 1, 3 5 3 (M+H ) , «fW • 4 . 
77^ (igalm^^ 07^77^ ~-<D%z\% 1 ) o 
[0 6 9 4] 

T^7u*-3- [ (E) -2- (4^Bn7x^) = 

ftmE# 2005-3011575 
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[ 0 6 9 5] 

m 1 6 5 1 

Br. 




o 

iH-NMR (2 7 0MHz, DMSO-de) .7. 37 (1H, d. 16. 2H. 
) 7. 45 (1H. d. J = 16. 2Hz) , 7. 48 (2H d J = 8. H ) 

7 7 2 (2 H. d, J = 8. 6Hz), 7. 7 6 - 7. 8 4 (2 H, m) . 8. 3 2 
'(1H, d, J = 2. 0Hz) , 13. 3 2 ( 1 H, b s) o 
[0 6 9 8] 

f^n^e-3- [ (E) -2- (4-^nn 7 x^) -^>Xy*K ( 

2-2-14) Wll 
[0 6 9 9] 
Htl6 6] 




*7_r (E) -2- (4-^D7x^) - 1*-*] Ufco 
i H-NMR (4 0 0MHz, CDs OD) .7. 26 ( 1 H d . 1 6 1H z ) 
7. 39 (2H, d. J = 8. 8Hz) , 7 5 0 1 H, , = 1 6 • 1H z ) 7 
. 59 (2H. d. J = 8. 8Hz) , 7. 65 (1H dd J-8. 3Hz, 19 
Hz) , 7. 7 2 (1H, d, J = 8. 3 Hz) , 8. 2 7 (1H. d, J - 1 . 9Hz 
) o 

ESrdc/MS^f.^K) 3 3 6, 3 3 8 (M+H+ ) ; «*»N 3 . 7 
[0 7 0 2] 

[SEJfcfll 2 - 2 - 1 5 ] . vTM>XT'K(ft 

3 _ [ (E ) _ 2 _ ( 4 _^nn7x-;v) -if-;v]-4-yTM/^7. h 

^ 2-2-1 5 ) <DM?& 
[0 7 0 3] 
Hfc 1 6 7 ] 




[0 7 0 4] 



m«E# 2005-3011575 



#0,2004-063266 : 967 

^H-NMR (2 7 0MHz, DMSO-de) , 7 4 2 (IH. d 16 4H. 
) , 7. 52 (2H, d, J = 8. 4Hz) , 7. 64 (1H d. J = 1 6 . 4 Hz) 

v 7lf?H d T = 8 . 4Hz , 7. 76(1H, bs),7. 8 9 U H , 
ad' ]ls 3'nt I 3Hz) . 7. 97 (1H. d. J-8. 3Hz) , 8. 2 
8 (1H, b s) , 8. 4 5 (1H, d, J = l. 3Hz) o 

EslaC/MS^f.^K) 3 2 4, 3 2 6 (M+H+ ) I «WM 3 . 4 
4 ^ DV^57^ 1 ) o 

10 7 0 7] 

[#d&#!!2-2- 1 6] r _ 2 _ ( 4 

^U^tJn^i-^kiV, 4 -^!] -.XT, K <fl**2-2-l 6) »« 

[0 7 0 8] 
HU 6 8] 




*£« !-2-2igc rate** fc m*«>*ft^ **« 2 7 2 " 1 ?f I x :fJ 

ft£7-*>**-3- [ (E) -2- 

E l s!aC/MS*vr^^F) m /z 4 0 5 (M + H + );W^ 2. 
7 5^ (W^nv^77^«2) o 
[0711] 

^X73K (M2-2-17) Oft* 

[0712] 




*£fl 1 1 2 - 2 ISCW^^««^»2 : 2- 1 Xfi B 
^7-^ b*~>-3- [ (E) -2- (4-HJ7;vto^ ^^x^V) fc-*] 

EsIaC/MS^7^F) m/z 40 7(M + HM;f« 2. 

2005-3011575 



#H 2004-063266 



^-v : 97/ 



4 [ ?^J;!;- 8 [ ] (E) -2- ( 4 -H;^v*n^^>^;v) - 

N* ^>^tFr/F (^2-2-18) ^SiiS 
[0716] 

Hb i 7 o ] 




imm \ -2 -2isc cfin^ft t h**>*«^ mmm 2-2-1 isb^ 

i: ^> v F 9 v > ^tSfttt** & E ° 
EslaC/MS^f^^nm/z 4 4 3 (M + H + ) ;f» 3. 
5 7^ (SIW^O" 7 ^* 97 ^"^^ ° 

N' - (2. 2. 2-bU7^nx^) H K (^2-2-19 

[0 7 2 0] 



) (D m 



m 1 7 1 1 




1 - 2 -2ItC.:EW*«tH»oa^- **?!TT iff 
SA#*i2, 2, 2 - > 'J 7**nif*i: K?i> 

I 0 s"aUs*»«M-r) m/z 4 3 5 (M+H + > 3. 

H^;-N-eV,->-4-^v^;v- 3 - [ (E) -2- U-VVy^ 
n^^7x-JV) -if-*] -^/X7 5KOift 
[0 7 2 4] 




ffifiE# 2005-3011575 



#11 2004-063266 
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E l s!aC/MS^^^-K)»/. 4 2 9 (M+H+) 2. 
67^ («{^n7h^777^-^ft3) o 
[0 7 2 7] 

[«t«2-2-21] r (E) _ 2 _( 4 -H J 7^n^ 

[0 7 2 8] 
Mb 1 7 3 ] 




*ftfl 1 -2 -2I8CPW^tW*^ IS* -5? 

*L*4-i >*->-3- [ (E) -2- (4-HJ7KO^*y7x^) h-;v] 

^H-NMR (2 7 0MHz, CDCls) .2. 70 (2H t . J = j >■ OH z ) 
, 3. 66 (2H. 0. > J = 6. 0Hz) , 3. 87 ( H, s) , 6. 8 6 ( 1 H, d 

J = 8 . 6 Hz) , 7. 0 9 (1H. d, J = 16 5 Hz) 7 . 1 3 ( 2 H, d . 
J i 8 . 9 Hz) , 7. 3 3 (1H, d. J = 16 • Hz , 7 4 7 ( H . d J 
= 8. 9Hz), 7. 60 (1H, dd, J=8. 6 Hz, 2. 3Hz), 7. 97 U 
H, d, J = 2 . 3 H z) o 

E 0 s! 3 aC/MS*vf^,-F) m / Z 391(M + H + );TO 3. 
4 2* (I»^^^77^-^tt3) o 
[0 7 3 2] 

]^~>-N- (2-^ h^ff^*) - 3- L (E) - 2- (4 h J y^ar 
^^7*^) -If-*] -^>X7 5FOiS 
[0 7 3 3] 
Mb 1 7 4 ] 




[(E) -2- ( 4 -HJ7^n^*v7x^) 

E l SI 3 (LC/MS^f-f^-K)n./« 3 9 6 (M+H + ) ; 3. 
455- (iS«$^n^^777^^f3) o 

ffifE# 2005-3011575 
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^-v: 99/ 



[0 7 3 6 ] 

l$&m 2-2-23] 
N- 

[0 7 3 7 ] 
[ftl7 5] 



- 4 - > h^~>-3 - [ (E) 



-2 - ( 4 - MJ 7 ^ * 




tL*4-^ht>-3- [ (E) -2- (4-hV7W^^7x^) ti ;v] 



3 8 2 (m+h + ) ;i%mm 3 



[0 7 3 9] 

ESI (LC/MS^r^^-H m/z 
08t (|WDV^777^«3) 

[0 7 4 1] 
[ jb 1 7 6 ] 




«#«fIW 3 



ESI 4 (LC/MS*"yf^^-F) m/z 4 4 2 (M+H + ) 
[0 7 4 4] 

[HI«2-2-2 5] IWF^ -2- (4- 

N _ (2, 3-vHFn^rv-^ntf;v) -4-^ [ (E) 2 U 

hij7^tn>l«*V7xs^ -tf~;v] -^X7 5KOlb 

[0 7 4 5] 



Utl 7 7] 




H ? H 



KttM 1 - 2 - 2 I«C fc H*©**^ MM 2 - 2 - 1 18Bt# * 

ffi|E#2 005-3011575 
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*Lfc4-*>**-3- L (E) -2- l*-™?**!?***' 7 *^ ^ 
3-7^-1, 2-7*n;Oyt-;V*^R^o 

^H-NMR (2 7 0MHz, DMSO-de) J 3 . 2 0 - 3. 3 0 ( 1 H. m) . 
3. 3 0 - 3. 5 0 (1 H, m) , 3. 6 0 - 3. 75 ( 1 H m) 3. 9 2 (3 H. 

; , « i n M t T = 5 6Hz) , 4. 85 1H, d, J = 4 . 6 H z) 
S V 3 H ' =8 5Hz) 7 3 0 - 7. 5 0 (4 H. m) , 7. 7 2 
' ( 2 H d, ] = 8 9 Hz) , 7. 82 (1H, dd, J«8. 5Hz, 2. 0Hz) 
, 8. 21 (1H. d, J = 2. 0Hz) , 8. 41 (1H, bs) e 

Esl aC/MS#Vf^*-K)m/. 4l2(M + H + );f« 3. 
3 3 55- (ffiit'M^ nv>^977^ —(T>%&- 1 ) o 

[0 7 5 0] 

1 7 8 ] 




MM 1-2-2 IiCCES« k **« 2 - 2 - 1 18 B 

EsI(LC/MS^^^K) m /z 412(M + HM; «*»IH 3 
. 2 9^ (SIWO^t-^777^«D o 
[0 7 5 3 ] 

[#lM^2-2-2 7] „v*,v * r ( E ) -2- ( 

[0 7 5 4] 
[ftl7 9] 




tt?4-^*v-3- [(E) -2- (4-HJ7^n^Kv7x^) 

isIaUs^-f^Wm/. 3 9 6 (M+H + ) 3. 
2 15- (Siit#^ n " 7 ^^77^-©iftD o 
[0 7 5 7] 

[*W2-2-2 8] 
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^-v: 101/ 



C (E) — 2 — (4->n^n»^7x^) -^*T* 
[0 7 5 8] 

Hb l 8 o ] 




1-2-2ISC WI»0»ftT, 2-2-1 XSB^Wfe 



3 . 



ESI aC/MS^f-f^-K) m/z 4 7 0 (M+H+ ) 
4 3^- («^n^^"777^-^ftl) o 
[0 7 6 1 ] 

2-2-29] r , F 

[0 7 6 2 ] 
[ft 1 8 1 1 




e'sI aC/HSW«W-n m/. 4 3 8 (M + HM; «»»■ 3 
6 4 53- (iSa»#> a > f 9 7 7 -f - <D * < * 1 ' ° 

[0 7 6 6] 
[it 1 8 2 ] 




[0 7 6 7] 

XjA 
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#12 0 0 4 -0 6 3 2 6 6 : 102/ 

[0 7 6 8] 
[ft 1 8 3 ] 




f ^^'J7x^7r/1. Og (FlukattE CASfJ 3 

^M x ^^3 3mg (8 0%) &&fco 

EslaC/MSm^^F) m/. 2 8 7 (M+H + );^ 3. 

[0 7 7 1 ] 

^I B [ ( E ) -2- (2-7iHn7x-JV) -e^;v] - 4 

[0 7 7 2] 
[ft 1 8 4 ] 
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: 103/ 



isIaC/MSm^^K) m/z 2 7 2 (M + H*) !«W« 2. 
[0 7 7 5] 

3 _ [ (E) _ 2 _ ( 3 -7Wn7x-)V) -if-*] -4-* h*-"^*?' - •* 

COM 

[ 0 7 7 6 ] 
[it I 8 5] 




[ 0 7 7 7] 

[0 7 7 8] 
Htl 8 6] 



I 



3 ly*7i V > 4 - * > ********** 5 9 6 m g (97%) **r*-- 

^H-NMR (2 7 0MHz, C D ,C 1 . ) * 1 .3 8 ( 3 H t J = 7 3 H . ) 

o ovCfiu c ^ 3 91 (3H, s), 4. 36 (2H, q., j — / . j n z 
i B. 8 in") ViaUH. d. J-B- 6H.) 8 0 4 (1 H . 

dd , J = 8. 6Hz, 2. 3Hz) , 8. 2 1 (1H, d, J-2. 3Hz) o 

[0 7 8 1 ] 

XfIB 

[0 7 8 2 ] 

1 8 7 ] 

/O o 
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^-v: 104/ 



y^Iff 1. 82g (5 5%) *W^o 

^H-NMR (2 7 0MHz, CDCla) . 3 3 6 (6 H a) 3 9 4 (3 H 
O 5 6 8 ( 1 H, s) , 6. 96 1 H, d, J = 8. 6Hz) , 8. 10 (1 
H d'd ] = 8. 6Hz, 2. 0Hz) ,8.29 (1H. d, J-2. 0Hz) 0 
[0 7 8 5] 

[0 7 8 6] 
Ut 1 8 8 ] 



o. 




NH 2 



O 



. «8Mf.f 1 3 WWW 1 «*PH 2#J^* tli^Zt 



4 .Uv^^U-l. 03 g (7 1%) *#fco 

^H-NMR (2 7 0MHz, CDCls) *4. 0 2 ( 3 H s ) 7 1 1 d H 
, d, J = 8. 6Hz) , 8. 18-8. 2 4 (2H, m) , 10. 4 8 (1H. s) „ 
[0 7 8 9] 

[0 7 9 0] 
[ftl 8 9] 




'^^^^V**^ 1. 0g (FUkattl, CAS#J39 3 

;,M( 2m L) Kim*.*- 2 8%tb^^b^F6 2,L^/:^ fftt 
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: 105/ 



7 0mmm»Ltzo »«iS^7fp7^ : t»|U 3 [ (E) 
_ 2 _ (3- 7 ^D7x^) -If-*] -4-> K-/^^7. >4mg (1 3 /o 

) fcWfco 

Es!(LC/MS*ytO^F) m /z 2 7 2 (M+HM;«»B 3. 
[0 7 9 4] 

Mb i 9 o ] 




**«l-3-lI«DfcBI*©»^-e2. 4, 6 -hV7^n^Wn?K* 

6 ffl1°LC/MS#^^*-K)m/. 3 0 8 (M + H-); MM 3 
335- (»7n7^7 7^-^ftD o 
[0 7 9 6 ] 

mmm 2-3-3] _ 

3- [ (E) -2- (2, 3-5?7^07z^) -4-> 

T 5 KOM 
[0 7 9 7] 
[4b 1 9 1 ] 




«iS-3-lI«Dkn»0»ft-C2. 3-v7Mn^/y)V7o ? FW^ 
L E°SI(LC/MS^7^F) m/z 2 9 0 (M+H+); «*WWI 3 

[0 8 0 0] 
[4b 1 9 2 ] 




[0 8 0 1 ] 
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^-v : 106/ 



*t* ltLC/MS#^-f^-K) m/. 3 0 6 . 3 0 8 (M+H + ) ! «** 
[0 8 0 2] 

[0 8 0 3 ] 
lit 1 9 3 ] 




Isi aC/MS^f.^-K) m/ Z 2 8 6 (M+H + );« 3. 

[0 8 0 6] 
Htl 9 4] 




I 4 _/ K ^X75K2 0mg, 1. 3, 4, 6, 7, H 
eU3 K [1. 2-a] ^vr/26mg^^THFlmL^ »C 2 4 *W 

**U SCXHlttlti*5A (Va r i anM, 1 g) 

«£**9 Smgtftfc. 6mg*W. t e r s»9 9 6 - 6 0 0 E*E« 

V^tilL, ®btitz®fr*®ELTftMVX4-*Y*>s-3- [ (E) 2 (4 £ 

) ^#/;= 

iSSaUs^^-Wm/. 3 5 4 CM+H-); ft»»HI 3 
[0 8 0 9] 

3 [ fT(E)"-2- ] (2-7;v^n-4-h^;v^-n^^;v- 7 ^-;v) -if-*] 
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[0 8 10] 

m 1 9 5 ] 




ESI (LC/MS#y'N^-F) m/z 3 4 0 (M + H + ) , 3 
[0812] 

[^SfeCT 2 — 3 — 8] jia-^ ^vf?5 VcnW-n^ 

3 _ [ 2 - (4->7;-7x-)V) -4-* 

[0 8 13] 
[ftl 9 6] 




M$W Z 



g££ 2-3-6 K:BtRO«t*ft 2: Hl*«>*fl^ 4-^>Wn5F!:3- 

ESI (LC/MS*yrO*t-F) m/z 2 7 9 (M+H > • 
# 2. 8 6^ E# 2. 9 8^»^7[^77^#ftl)o 

[0 8 15] 

[*WJ2-4-l] 

3 _ [ ( E ) -2- (4-7^n7x^JV) -H-^j -4-> 

©It 

[0816] 
Hkl 9 7] 

i. 




[0817] 

X@A 

3 _ (y-xf^y^X^-^^f^) 
[0 8 18] 
[ft 1 9 8 ] 




OH 



r 
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9 8 96) Sr#^o 

q u *i n t e t , J == V . 3 H z ) , 7 . 09 (1H, d. J-8. 3Hz), 7. 
8 2 - 7. 8 7 (2 H, m) , 1 2. 6 2 (1H, b s) . 
10 8 2 11 

i Ii ,lVyV (Advancei Ch emt e c htt», 0. 8mmo 1/g) 8 
^ rM-> ! "N"'-WWW75 KOJMH»t (1 : 4) 5 0mL* 

Vt^I^^-^^o^L'iil^^f^fV.-^j 



[0 8 2 2 ] 

Kaiser h Oig* : l&t£o 

[ 0 8 2 3 ] 

oil Si 

[0 8 2 4] 
[it 1 9 9 ] 
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i c r oma s sttlZMD) ^^tllL, %h tLfcHfr*«EETlfc*U ^ 3 - [ ( 
E) _ 2 - ( 4 -7iHn7x^)V) -Vf-;V] -4-^^^T^6mg^ 

/Co 

Es!aC/MS^f.^F) m / Z 2 7 2 CM+H+); 2 
. 39^ (»WD-7b^7 7^-0^ft2) o 

4 C«t«2-4-2] ( ( ^ _ 2 _ p _ h;W;V _^ ;V) -,>XTU^I 

[0 8 2 8] 
Mfc 2 0 0 ] 




ESI (LC/MS*yr^^-F) m/z 2 6 8 (M+H + ) . 2 



[0 8 3 1] 
[it 2 0 1 ] 




-4 - 1ISC hPW^4 -*^* f 7£^ ^g&S' 2 
ESI (LC/MS^f^^-F) m/z 2 8 2 (M+H ) , m^mm * 
88* (»#^7^77^-^ft2) o 
[ 0 8 3 31 

4 [ ?^;l3-\ (E) -2- <4-HJ***n,***x = *) - 

[0 8 3 4] 
lit 2 0 2 ] 




[0 8 3 5] 

m.mm 2-4 
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s<-i? : 110/ 



ESI (LC/MS*yf^^F) m/z 3 2 2 (M+H + ) ; #i 

XT 5 FCSI 
[0 8 3 7 ] 
lft2 0 3] 




[0 8 3 81 

mm 2 - 4 - lItCfc»»^4- ( t e r t -7<f-*) ^ 
& ff MLC/MSm-f^-K) m/z 310(M + H + ); MR 3 
[0 8 3 9] 

[HifrW 2-4-6] * , k-<7)ffl 



[0 8 4 0] 
Ht2 0 4] 




1 ° 8 2 - 4 - i xfi c k ra#w»f^-e e y * - * - 4 - * ^t;vf kk*&**i 



ESI (LC/MS*yfO^F) m/ Z 3 3 0 (M+H + ) ; 3 
[0 8 4 2] 

3 _ j- (E) _ 2 _ (4- 7 'n^7x^JV) -fc-Zl'] -4-^h^^^^ 



[0 8 4 3] 
[ jfc 2 0 5 ] 




ESI (LC/MSm^^F) m/z 3 3 2 . 3 3 4 (M+ H ; >^ 

mtiE# 2005-3011575 



#11 2004-063266 



^-v: 111/ 



[0 8 4 6] 
Mb 2 0 6] 




i*°LC/MS*V5M**-F) m/ Z 3 5 0, 3 5 2 (M+H+ ) ; «** 

IBB 3. 5 6^(»^ 7 ^* 97 ^° lttl)o 
[0 8 4 8] 

3 — [ (E) — 2 — (2 , 4-^oo7x^) -4--* 



[0 8 4 9] 
Mb 2 0 7 ] 




ESI (LC/MSm-f^-F) m/. 3 2 2, 3 2 4 (M+H+) ; 
M 3. 5 9^(SIW n ^^ 7 ^° lftl)o 

34T( E )"l2- 0 [ ] 4- (4-7***^*****) -3-^^>^^] 

[0 8 5 2 ] 
Mb 2 0 8 ] 




XT 

ESI (LC/MS*yr^^F) m/z 4 0 8 (M+H + ) . 3. 
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[0 8 5 4 ] 

mmn 2 - 

3 — [ (E) - 

k cornet 

[0 8 5 5 ] 
[<k 2 0 9 ] 



4-11] 
-2- (2 



XT 




L ESI (LC/MS^t^^F)m/z 2 9 0 (M+H + ) ; **M*W 3 
[0 8 5 7] 

[0 8 5 8] 
2 1 0 ] 




[0 8 5 9] 

MA 

[0 8 6 0] 
2 1 1 1 



_ 4 _^ ^y-^>X7 5 K^flM 



y °4 

y o 




.NH, 



1 



. h dfi/ — ^f-Jl') -4- 

o 6 g, 7 V- ;v- 1 



[0 8 6 1 ] 

&tfrffl 2 - 4 - 1 X@A-C'# fitz 3 - ( v 

^ ;V ) _ 4 _^^y-^yX75F2. 78 g (9 2%) fcfc^o 
[0 8 6 2] 

z , DMS O- d 6 ) 
J = 2 1 . 5 H z) , 
. 9Hz), 7. 0 3 
8-7. 8 5 C3H, 



JETift 



1 H-NMR 
z) , 3. 1 8 
H, quint 
19 (1H, b 
[0 8 6 3 ] 



(2 7 0MH 
(2H, d, 
e t , J = 6 
s) , 7. 7 



51. 16 (6 H, t 
3 . 8 5 (3 H, s) 
(1 H, d, J = 9. 

m) o 



J = 6 
3. 9 

Hz) 



. 9 H 
3 (4 
, 7. 
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f?Jh**-3- ((E) -2-^^-3-^-^) ^XT5KOP« 
[0 8 6 4] 
Ht2 1 2] 




SOma f 1J y->-3-*^>ftK2 8/.L, 1, 3, 4, 6, 7, 8 

v-3- ( (E) -2-tfiJ^>-3--f;V-tf^;V) ^^7^6mg (2 4/6) 

^H-NMR (2 7 0MHz, DMSO-de) *3. 9 3(3 H, s ) , 7. 12 ( 
1H, d, J = 8. 8Hz) ,7.28 (1H, b.) . 7. 3 (1H, d J- 1 7 

0Hz) 7. 41 (1H, dd, J = 8. 4Hz, 4. 4Hz) , 7. 52 (lii, 
d J = l V 0Hz) ,7.85 (1H, dd, J = 8. 8Hz 2 4Hz) 7. 
04 (1H bs) 8. 0 3 - 8. 0 6 ( 1 H, m) , 8. 23 (1H d J-2 
4Hz) 8 4 7 ( 1 H, dd, 4. 4Hz, 1. 6Hz) , 8. 75 (1H, d, J 
= 2 . 4 H z) c 

ESI 6 dc/MS#**wr*-H) m/x 2 5 5 (M + H + ) 1- 
7 8^ h ^57 -f 1) o 

[0 8 6 8] 
[SSJ10IB-1] 

!S nT«U-SLfc. ^§V»ffl« (Human umbilxca 

*K :|fe)!Mfc#W<05OXl**E#»K (ICsoUt) *#ffiL^o 

*»W^iw»«>-ft««fcMLT, HUVEC. Calu-6©IC.o«**l^»i-o 
[0 8 7 0] 
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1 Li 


HUVEC 


Calu-6 


1 1 — 1 

JL X J- 


2.27 


MOO 


X & x 


2.40 


>100 


i *3 — 1 

x o x 


0. 19 


>50 


1 Q — p 

X O 


0. 15 


>50 


X O »-> 


0. 14 


>50 


1 — Q — f\ 
X O 


0.24 


>50 


"1 — Q — 7 
X O « 


0.28 


>50 


x o o 


0.35 


>50 


x o ± \J 


0.76 


>50 


1 o i p 

X O X ^ 


2.54 


>50 


-t O 1 A 

X O X u 


4.60 


>50 


X o x t 


1.20 


>25 


X O X <-> 


1.25 


>50 


X O J- 


5. 10 


>50 


1 q — p Q 


2. 85 


>50 


1 — ^ — P A 
X O ^ 


5.19 


>50 


1-3-39 


2.36 


>25 


1-3-41 


0.04 


>50 


1-3-45 


0.05 


>50 


2-1-1 


0.17 


MOO 



[0 8 7 1] 
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^ — V 



115/ 



2-2-1 


3.35 


>50 


2-2-2 


2.27 


>50 


2-2-9 


1.41 


>25 



i?r44b/'J:^^. »WeH-r*ft#W*»*. iih0»»Calu-6i:J:b^ H 

[0 8 7 3] 

[|WJ B - 2 ] 

> (kurabo») Kmmm&MU**mit*m*mi^ 
*#l4>%**-*-\'x**vt: 0 110 in©***, bCDSijfeffl (ku 

HS & 100% U frfrW « fx^ |S«sp% 3r#tfj Lfc 0 
[0 8 7 5] 
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1*21 







1—1—1 


43 


1—2—1 


68 


1 —3 — 5 


91 


1 —3 — 6 


46 


1 —3 — 7 


67 


1 —3—1 0 


46 


1 —3—12 


27 


1 —3—16 


80 


1 —3—17 


80 


1 —3—18 


29 


1 —3 — 21 


71 


1 — 3 — 23 


27 


1 — a — 24 


28 


1 —3 — 39 


20 


1 —3 — 41 


82 


1 —3 — 45 


31 


2-1-1 


93 


2-2-1 


60 


2-2-2 


77 


2-2-9 


79 



[0 8 7 6] 

[0 8 7 7] 
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alb/c* - ? x -e-^fU&THSW LfCo M-»#3*^200~250 mm 3 Kj$ Lfc t § i •? , 
mafl^»£lBlik 11 Bri, gnt^L/; 0 M*#^f±s ff/6 x (SS x $I@xJ?£) 

[ 0 8 7 8] 

^mM<Dik&m^<Dftmwt it, i — i — i <D6oo mg/kg^-e^iiswia 

[0 8 7 9 ] 

, ia i - b Km-r £ ? i - 1 - 1 <n®.nw>\ "t^m^wm 

[0 8 8 0] 

t hMlffl^*Calu-6cO5.0 x 10 6 11 * tt ttBa 1 b/c * - Kv^^^IMTCf 
MM^200~250 mm 3 (ritLfc^J: i? , »fb^«l B llIL 11BR8, mn^Ltz 

m<D|fi^t LTO.C.T. Compound M&ffi, IliII$tL/; 0 aGfrKtf-fcffo&U 

v xcmimt z m ^ KftLmmm^m kx<o, mmmm* <nm.m * m& l tz 0 immr 

, Pk&ffl&*W&, m%L7T4 LTj£^U Image Pro (Promega) JCTlfefe £ ftjtifc. 

o 

[0 8 8 1 ] 

[0 8 8 2] 
[^3] 

^3. Ii»ftJlffM^$ 





wpm (%) 


1-1-1 


44 



[0 8 8 3] 
[0 8 8 4] 

[Ell] *&m<D4k&®% 6 0 0mg/k g £v^^&^L/c|fl<7)fi«*i®|St^ 
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I 



o 
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